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(57) Abstract 

Compounds of formula (I) 
inhibit the activity of endothelin. 
The symbols are defined as follows: 
R', R^ R5 and R^ are each directly 
bonded to a ring carbon and are each 
independently (a) hydrogen; (b) alkyl,- 
alkenyl. alkynyl. alkoxy, cycloalkyl, 
cycloalkylalkyl. cycloalkenyl. 
cycloalkenylalkyl. aryl, aryloxy. 
aralkyl or aralkoxy, any of which 
may be substituted with Z>, Z^ and 
Zh (c) halo; (d) hydroxyl; (e) cyano; 
(f) nitro; (g) -C(0)H or ^(0)R5; (h) 
.CO2H or -COiR^ (i) -Z^-NR«R7; 0) 
.Z^.N(R»0)-Z5-NR«R^; or (k) R3 and 
r4 together may also be alkylene or 

alkcnylcnc, either of which may be . . *u -a. a- ^..k^ ••^^ 

substituted with Z>, Z^ and Z\ completing a 4- to 8-mcmbercd saturated, unsaturated or aromatic nng together with the carbon atoms to 
which they are attached; and die remaining symbols are as defined in the specification. 
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SUBSTITUTSD BIPHENYL ISOXAZOLE SUZiFONAMIDES 



Field of the Invention 

This invention relates to endothelin antagonists 
5 useful, inter alia, for the treatment of hypertension. 



its enantiomers and diastereomers, and pharmaceutically 
acceptable salts thereof are endothelin receptor 
antagonists useful, inter alia , as antihypertensive agents. 
Throughout this specification, the above symbols are 
15 defined as follows: 

one of X and Y is N cind the other is O; 
r1, r2, r3 and are each directly bonded to a ring 
carbon and are each independently 



Brief Deaeylption of the ynywIfAQi?^ 

Compounds of the formula 



I 



10 




20 



(a) 
(b) 



hydrogen ; 

allcyl, alkenyl, alkynyl, alkoxy, cycloalkyl, 
cycloalkylalkyl , cycloalkenyl , 
cycloalkenylalkyl , aryl, aryloxy, ciralkyl or 
aralkoxy, any of which may be substituted with 
zl, z2 and Z^; 
halo; 
hydroxyl ; 



30 



(c) 
(d) 
(e) 
(f) 

(g) 

(h) 



cyano; 
nitro; 

-C(0)H or -C{0)r5; 
-CO2H or -C02R^; 
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(i) -Z*-NR6r7; 

(j) -z4.n(r10)-z5.nr8r9; or 

(k) r3 and together may also be alkylene or 

alkenylene, either of which may be substituted 
5 with zl, z2 and , completing a 4- to 8- 

membered saturated, unsaturated or aromatic 
ring together with the carbon atoms to which 
they are attached; 
r5 is alkyl, alkenyl, alkynyl, cycloalkyl, 
10 cycloallQrlalkyl, cycloalkenyl, cycloalkenylalkyl, aryl or 
aralkyl, any of which may be substituted with Z^, z2 and 
z3; 

R^, r'^, R®, R^ and R^^ ^re each independently 
( a ) hydrogen ; or 
15 (b) alkyl, cycloalkyi, cycloalkylalkyl, 

cycloalkenylalkyl, aryl or aralkyl, any of 
which may be substituted with Z^, Z2 and z3; or 
r6 emd r'' together may be alkylene or alkenylene, 
either of which may be sxobstituted with Z^, Z^ and Z^ , 
20 completing a 3- to 8-membered saturated or unsaturated ring 
together with the nitrogen atom to which they are attached; 
or any two of R^, R^ and R^O together are alkylene or 
alkenylene, either of which may be substituted with Z^, z2 
and z3^ completing a 3- to 8-membered saturated or 
25 unsaturated ring together with the atoms to which they are 
attached; 

rH, r12^ r13 and R^^ are each independently 

(a) hydrogen; 

(b) alkyl, alkenyl, alkynyl, alkoxy, 
30 cycloalkyl, cycloalkylalkyl, 

cycloalkenyl, cycloalkenylalkyl, aryl, 

aryloxy, aralkyl or aralkoxy, any of 

which may be substituted with Z^, z2 and Z^ , 

(c) heterocycle, substituted heterocycle or 
35 heterocyclooxy; 

(d) halo; 

(e) hydroxyl; 
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(f) cyano; 

(g) nitro; 

(h) -C(0)H or -C(0)r5; 

(i) -CO2H or -C02R5; 

5 (j) -SH, -S(0)nR5, -S(0)in-OH, -S(0)in-0R5, 

-0-S(0)in-0R5, -0-S(0)inOH or 
-0-S(0)m-0R5; 

(k) -z4-Nr6r7; or 

(1) -z4-N(r10)-z5-nr8r9; 

10 Z^, z2 and Z^ are each independently 

(a) hydrogen; 

(b) halo; 

(c) hydroxy; 

(d) alkyl; 
15 (e) alkenyl; 

(f) aryl; 

(g) ar alkyl; 

(h) alkoxy; 

(i) aryloxy; 
20 (j) aralkoxy; 

(k) heterocycle, stobstituted heterocycle or 

heterocyclooxy; 

(1) -SH, -S(0)nZ6, -S(0)m-OH, -SCOm-OZ^, 

-0-S(0)ni-Z^. -0-S(0)mOH or -O-S (Om-OZ^ ; 

25 (m) 0x0 ; 

(n) nitro; 

(o) cyano; 

(p) -C(0)H or -C(0)z6; 

(q) -CO2H or -CO2Z6; 

30 (r) -Z4-Nz7z8; 

(s) -Z4-N(zll)-Z5-H; 

(t) -Z^-N(zll) -Z5-Z6; or 

(u) -z4-N(zll) -z5-NZ''z8; 

Z^ and z5 are each independently 

35 (a) a single bond; 

(b) -Z9-S{0)n-Zl0-; 

(c) -z9-C(O)-zl0-; 
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(d) -z9-C(S)-zlO-; 

(e) -z9-0-zlO.. 

(f) ~z9-S-zlO-; 

(g) -z9-0-C(0)-zlO-; or 
5 (h) -Z9-C(0)-0-Zl0.; 

Z^ is alkyl; allcyl substituted with one to three 
groups selected from halogen, aryl, aryloxy and alkoxy; 
alkenyl; alkynyl; cycloalkyl; cycloalkyl substituted with 
one to three groups selected from alkyl, aryl, alkenyl and 

10 alkoxyaryl; cycloalkyl to which is fused a benzene ring; 
aryloxy substituted with one or two halogens; 
cycloalkylalkyl; cycloalkenyl ; cycloalkenylalkyl; aryl; 
aryl substituted with methylenedioxy or one to four groups 
selected from alkyl, dialkylamino, cyano, halogen, 

15 trihaloalkyl , alkoxy, trihaloalkoxy, dialkylaminocarbonyl , 
alkylcarbony lamino , arylalkoxy , airyloxyalky 1 , 
alkylaryloxyalkyl and heterocycle; or heterocycle or 
substituted heterocycle; 

tP and z8 are each independently hydrogen, alkyl, 

20 cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl or 

aralkyl, or 7p and Z^ together are alkylene or alkenylene, 
completing a 3- to 8-membered saturated or unsaturated ring 
together with the nitrogen atom to which they are attached; 
z9 and zlO are each independently a single bond, 

25 all^lene, alkenylene or alkynylene; 
Zll is 

(a) hydrogen; or 

(b) allQri, alkyl substituted with one, two or three 
halogens , cycloalkyl , cycloalkylalkyl , 

30 cycloalkenylalkyl, aryl or aralkyl; 

or any two of 7p , z8 and Z^^ together are all^lene or 
alkenylene, completing a 3- to 8-membered saturated or 
unsaturated ring together with the atoms to which they are 
attached; 

35 J is O, S, N or Nr15; 

K and L are N or C, provided that at least 
one of K or L is C; 

-4- 
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r15 is hydrogen, alkyl, hydroxyethoxy methyl or 
methoxyethoxy methyl; 

each m is independently 1 or 2; 
each n is independently 0, 1 or 2; and 
5 p is 0 or an integer from 1 to 2 . 

For compoLind I, it is preferred that at least one, or 
most preferably all, of the. substituent groups are as 
follows : 

10 and r2 are each independently hydrogen, alkyl, 

alkoxy, aryl, hydroxyalkyl , -C02R5 or -Z^-NR^R^; 
r3 and R^ are each independently alkyl; and 
r11, Ri2^ r13 and R^^ are each independently hydrogen, 
hydroxy, amino, heterocyclo, alkenyl, alkoxy, carboxamide 
15 or substituted lower alkyl- 

Most preferred compounds are those wherein at least 
one, or most preferably all, of the substituent groups are 
as follows: 

r1 and r2 are each independently lower alkyl or 
20 hydrogen; 

r3 and R^ are each independently lower alkyl, 
especially methyl; and 

r12^ r13 and R^^ are hydrogen and R^ is hydrogen, 
hydroxy, amino, heterocyclo, alkenyl, alkoxy, carboxamide 
25 or substituted lower alkyl. 

Conpounds of interest include those, inter alia, 
wherein at least one of (i) to (iv) applies: (i) at least 
one of r11, r12^ r13 or R^* (preferably R^^) is 
heterocycle, s\abstituted heterocycle or heterocyclooxy; 
30 (ii) at least one of zl, z2 or z3 is aryl, heterocycle, 
substituted heterocycle or heterocyclooxy; (iii) is 
alkyl substituted with one to three groups selected from 
halogen, aryl, aryloxy and alkoxy, wherein at least one 
s\abstituent is other than aryl; alkyl substituted with two 
35 or three aryl groups; cycloalkyl substituted with one to 
three groups selected from alkyl, aryl, alkenyl and 
alkoxyaryl; cycloalkyl to which is fused a benzene ring; 
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aryloxy svibstituted with one or two halogens; aryl 
substituted with methylenedioxy; aryl substituted with one 
to four groups selected from alkyl, dialkylainino , cyano, 
halogen, trihaloalkyl, alkoxy, trihaloalkoxy, 
5 dialkylaminocarbonyl, alkylcarbonylamino, arylalkoxy, 
aryloxyalkyl , alkylaryloxyalkyl and heterocycle; or 
heterocycle or substituted heterocycle; or (iv) is 
alkyl substituted with one, two or three halogens. 
Especially of interest are compounds where (i) applies, or 

10 where at least one of the groups recited in (ii) to (iv) 

(Zl, z2, z3, z^ or Z^) forms part of a group R^l (e,g,, is 
or forms part of the stibstituent of a substituted alkyl 
group which is ) • 

Particularly preferred compounds include those of the 

15 Exaitples of the present specification. 

Detailed Description of the In vention 

Listed below are definitions of terms used in this 
specification. These definitions apply to the terms as 
20 used throughout this specification, individually or as part 
of another group, unless otherwise limited in specific 
instances . 

The term "alkyl" or "alk-" refers to straight or 
branched chain hydrocarbon groups having 1 to 10 carbon 
25 atoms, preferably 1 to 7 carbon atoms. The expression 
"lower alkyl" refers to alkyl groups of 1 to 4 carbon 
atoms • 

The term "alkoxy" refers to alkyl-0-. 

The term "aryl" or "ar-" refers to phenyl, naphthyl 
30 and biphenyl. 

The term "alkenyl" refers to straight or branched 
chain hydrocarbon groups of 2 to 10 carbon atoms having at 
least one double bond. Groups of two to four carbon atoms 
axe preferred. 

35 The term "alkynyl" refers to straight or branched 

chain groups of 2 to 10 carbon atoms having at least one 
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triple bond. Groups of two to four carbon atoms are 
preferred. 

The term "alkylene" refers to a straight chain bridge 
of 1 to 5 carbon atoms connected by single bonds (e.g., - 
5 (CH2)x- wherein x is 1 to 5), which may be substituted with 

1 to 3 lower allqrl groups. 

The term "alkenylene" refers to a straight chain 
bridge of 2 to 5 carbon atoms having one or two do\able 
bonds that is connected by single bonds and may be 
10 substituted with 1 to 3 lower alkyl groups. Exemplary 
alkenylene groups are -CH=CH-CH=CH- , -CH2-CH=CH-, 
-CH2-CH=CH-CH2-, -C (CH3 ) 2CH=CH- and -CH (C2H5) -CH=CH- . 

The terro "alkynylene" refers to a straight chain 
bridge of 2 to 5 carbon atoms that has a triple bond 
15 therein, is connected by single bonds, and may be 

substituted with 1 to 3 lower alkyl groups. Exemplary 
alkynylene groups are -CH2-CSC-, -CH (CH3 ) -C SC- 

and -C =C-CH(C2H5)CH2-. 

The term "alkanoyl" refers to groups of the formula 
20 -C(0) alkyl. 

The terms " cycloallQrl " and "cycloalkenyl" refer to 
cyclic hydrocarbon groups of 3 to 8 carbon atoms. 

The term "hydroxyalkyl" refers to an alkyl group 
including one or more hydroxy radicals such as -CH2CH2OH, - 
25 CH2CH2OHCH2OH, -CH(CH20H)2 and the like. 

The terms "halogen" and "halo" refer to fluorine, 
chlorine, bromine and iodine. 

The terms "heterocycle" , "heterocyclic" and 
"heterocyclo" refer to an optionally substituted, fully 
30 saturated or unsaturated, aromatic or nonaromatic cyclic 
group, for example, which is a 4 to 7 membered monocyclic, 
7 to 11 membered bicyclic, or 10 to 15 membered tricyclic 
ring system, which has at least one heteroatom in at least 
one ccurbon atom-containing ring. Each ring of the 
35 heterocyclic group containing a heteroatom may have 1, 2, 3 
or 4 heteroatoms selected from nitrogen atoms, oxygen atoms 
or sulfur atoms, where the nitrogen and. sulfur heteroatoms 

-7- 
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may optionally be oxidi2ed and the nitrogen heteroatoms may 
optionally be quaternized. The heterocyclic group may be 
attached at any heteroatom or carbon atom. 

Exemplary monocyclic heterocyclic groups include 
5 pyrrolidinyl , pyrrolyl, pyrazolyl, oxetanyl, pyrazolinyl 
imidazolyl, imidazolinyl , imidazolidinyl, oxazolyl, 
oxazolidinyl, isoxazolinyl, isoxazolyl, thiazolyl, 
thiadiazolyl , thiazolidinyl, isothiazolyl, 
isothiazolidinyl, furyl, tetrahydrof uryl , thienyl, 

10 oxadiazolyl, piperidinyl, piperazinyl, 2-oxopiperazinyl, 
2-oxopiperidinyl , 2-oxopyrrolodinyl , 2-oxoazepinyl , 
azepinyl, 4-piperidonyl, pyridyl, pyrazinyl, pyrimidinyl, 
pyridazinyl, tetrahydropyranyl, morpholinyl, 
thiamorpholinyl, thiamorpholinyl sulfoxide, thiamorpholinyl 

15 sulfone, 1, 3-dioxolane, tetrahydro-1, 1-dioxothienyl, 

thiadiazolyl , dihydrothiazolyl , tetrazolyl, and triazolyl, 
and the like. 

Exemplary bicyclic heterocyclic groups include 
indolyl , benzothiazolyl , benzoxazolyl , benzothienyl , 

20 quinuclidinyl, quinolinyl, tetra-hydroisoquinolinyl, 

isoquinolinyl, benzimidazolyl, benzopyranyl , indolizinyl, 
benzofuryl, chromonyl, coumarinyl, benzopyreuiyl , 
cinnolinyl , quinoxalinyl , indazolyl , pyrrolopyridyl , 
furopyridinyl (such as furo [2, 3-c]pyridinyl, 

25 furo[3,2-b]pyridinyll or furo[2, 3-b]pyridinyl) , 
dihydroisoindolyl , dihydroquinazolinyl (such as 
3,4-dihydro-4- 

oxo-guinazolinyl) , tetrahydroquinolinyl, pyrazolopyridyl, 
dihydrobenzoxazolyl , benzotriazolyl , triazolopyridinyl , 
30 pyridooxazinyl, and azabenzimidazolyl, and the like. 

Exemplary tricyclic heterocyclic groups include 
carbazolyl, benzidolyl, phenanthrolinyl, acridinyl^ 
phenanthr idinyl , xanthenyl and the like. 

The egression "substituted he terocycle" refers to a 
35 heterocycle substituted with 1, 2 or 3 of the following: 

(a) alkyl, especially lower alkyl, or 

haloalkyl (including alkyl 
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substituted with one or more 
halogens) ; 

(b) hydroxy (or protected hydroxy) ; 

(c) halo; 

5 (d) oxo (i.e. = O) ; 

(e) amino, allc/lamino or diallc/lamino; 

(f) alkoxy; 

(g) carbocyclo, such as cycloalkyl; 

(h) carboxy; 

10 (i) heterocyclooxy; 

(j) alkoxycarbonyl , such as unsubstituted 

lower alkoxycarbonyl ; 
(k) carbainyl, alkylcarbamyl or 
dialkylcarbamyl ; 
15 (1) mercapto; 

(m) nitro; 
(n) cycino; 
( o ) carboalkoxy ; 

(p) sulfonamido, sulf onamidoalkyl or 
20 sulf onamidodialkyl; 

r5 C — N 



(q) II I 



O 

r5 SO2 N 

(r) 

Rfi 

25 (s) aryl; 

( t ) al]cylcarbonyloxy ; 

( u ) ary Icarbony 1 oxy ; 

(v) arylthio; 

(w) arylo3c/; 
30 (x) alkylthio; 

(y ) f onnyl ; 

(z) arylalkyl; 

(a*) aryl substituted with at least one alkyl, 
cycloalkyl, alkoxy, hydroxy, amino. 



alkylamino, dialkylamino, halo or 
trihaloalkyl; 

(b') a further heterocycle or substituted 
heterocycle as defined herein, especially bonded 
5 by a single bond to said 
heterocycle; 

(c ' ) alkylcarbonyl ; or 

(d') =S. 

The term "heterocyclooxy" denotes a heterocyclic group 
10 bonded through an oxygen bridge. 

Throughout the specification, groups and substituents 
thereof are chosen to provide stable moieties and 
compounds . 

The compounds of formula I form salts which are also 
15 within the scope of this invention. Pharmaceutically 

acceptedsle (i.e., non- toxic , physiologically acceptable) 
salts are preferred, although other salts are also useful, 
e.g. . in isolating or purifying the conpounds of this 
invention . 

20 The compoxinds of formula I may form salts with alkali 

metals such as sodium, potassium and lithixam, with alkaline 
earth metals such as calcium and magnesium, with organic 
bases such as dicyclohejQrlamine, t-butyl amine, benzathine, 
N-methyl-D-glucamide and hydrabamine, and with amino acids 

25 such as arginine, lysine and the like. Such salts may be 
obtained by reacting conpound I with the desired ion in a 
medium in which the salt precipitates or in an aqueous 
medium followed by lyophilization. 

When the to or R^^ to R^^ substituents comprise 

30 a basic moiety, such as amino or substituted amino, 

conpound I may form salts with a variety of organic and 
inorganic acids. Such salts include those formed with 
hydrochloric acid, hydrogen bromide, methcuiesulfonic acid, 
sulfuric acid, acetic acid, maleic acid, benzenesulfonate, 

35 toluenesulfonate and various other sulfonates, nitrates, 
phosphates, borates, acetates, tartrates, maleates, 
citrates, succinates, benzoates, ascorbates, salicylates 
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and the like. Such salts may be formed by reacting 
conpound I in an equivalent amoiint of the acid in a medium 
in which the salt precipitates or in an aqueous medium 
followed by lyophilization, 
5 In addition, when the to or R^^ to r14 

substituents conqorise a basic moiety such as amino, 
zwitterions ("inner salts") may be formed. 

Certain of the R^ to R* and R^ to R^^ substituents of 
compound I may contain asymmetric carbon atoms. Such 

10 compounds of formula I may exist, therefore, in 

enantiomeric and diastereomeric forms and in racemic 
mixtures thereof. All are within the scope of this 
invention. Additionally, coir¥>ound I may exist as 
enantiomers even in the absence of asymmetric carbons . All 

15 such enantiomers are within the scope of this invention. 

The compounds of formula I are antagonists of ET-1, 
ET-2 and/ or ET-3 and are useful in treatment of conditions 
associated with increased ET levels (e.g., dialysis, trauma 
and surgery) and of all endothelin-dependent disorders. 

20 They are thus useful as suit ihyper tensive agents . By the 
administration of a composition having one (or a 
combination) of the compounds of this invention, the blood 
pressure of a hypertensive mammalian (e.g., human) host is 
reduced. They are also useful in pregnancy- induced 

25 hypertension and coma (preeclampsia and eclampsia) , acute 

portal hypertension and hypertension secondary to treatment 
with erythropoietin. 

The coitqpounds of the present invention are also useful 
in the treatment of disorders related to renal, glomerular 

30 and mesangial cell function, including acute and chronic 

renal failure, glomerular injury, renal damage secondary to 
old age or related to dialysis, nephrosclerosis (especially 
hypertensive nephrosclerosis), nephrotoxicity (including 
nephrotoxicity related to imaging and contrast agents cind 

35 to cyclosporine) , renal ischemia, primary vesicoureteral 
reflux, glomerulosclerosis and the like. The confounds of 
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this invention may also be useful in the treatment of 
disorderis related to paracrine and endocrine function. 

The compounds of the present invention are also useful 
in the treatment of endo toxemia or endotoxin shock as well 
5 as hemorrhagic shock. 

The conpounds of the present invention are also useful 
in hypoxic and ischemic disease and as anti- ischemic agents 
for the treatment of, for example, cardiac, renal and 
cerebral ischemia and reperfusion (such as that occurring 

10 following cardiopulmonary bypass surgery) , coronary and 
cerebral vasospasm, and the like. 

In addition, the compounds of this invention may also 
be useful as an ti -arrhythmic agents; anti-anginal agents; 
anti-fibrillatory agents; cuiti-asthmatic agents; anti- 

15 atherosclerotic and anti-arteriosclerotic agents; additives 
to cardioplegic solutions for cardiopulmonairy bypasses; 
adj\incts to thrombolytic therapy; and anti-diarrheal 
agents. The compoxmds of this invention may be useful in 
therapy for myocardial infarction; therapy for peripheral 

20 vascular disease (e.g., Raynaud's disease and Takayashu*s 
disease); treatment of cardiac hypertrophy (e.g., 
hypertrophic cardiomyopathy) ; treatment of primaary 
pulmonetry hypertension (e.g., plexogenic , embol ic ) in 
adults and in the newborn and pulmonary hypertension 

25 secondary to heart failure, radiation and chemotherapeutic 
injury, or other traxima; treatment of central nervous 
system vascular disorders, such as stroke, migraine and 
siibarachnoid hemorrhage; treatment of central nervous 
system behavioral disorders; treatment of gastrointestinal 

30 diseases such as ulcerative colitis, Crohn's disease, 

gastric mucosal damage, ulcer and ischemic bowel disease; 
treatment of gall bladder or bile duct-based diseases such 
as cholangitis; treatment of pancreatitis; regulation of 
cell growth; treatment of benign prostatic hypertrophy; 

35 restenosis following angioplasty or following any 
procedures including transplantation; therapy for 
congestive heart failure including inhibition of fibrosis; 
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inhibition of left ventriculeur dilatation, remodeling and 
dysfunction; and treatment of hepatotoxicity auid sudden 
death. The compounds of this invention may be useful in 
the treatment of sickle cell disease including the 
5 initiation and/or evolution of the pain crises of this 

disease; treatment of the deleterious consequences of ET- 
producing tumors such as hypertension resulting from 
hemangiopericytoma; treatment of early and advanced liver 
disease and injury including attendant complications (e.g., 

10 hepatotoxicity, fibrosis and cirrhosis) ; treatment of 
spastic diseases of the urinary tract cind/or bladder; 
treatment of hepatorenal syndrome; treatment of 
immunological diseases involving vasculitis such as lupus, 
systemic sclerosis, mixed cryoglobulinemia; and treatment 

15 of fibrosis associated with renal dysfxinction and 

hepatotoxicity. The compounds of this invention may be 
useful in therapy for metabolic and neurological disorders ; 
cancer; insulin-dependent and non insulin-dependent 
diabetes mellitus; neuropathy; retinopathy; maternal 

20 respiratory distress syndrome; dysmenorrhea; epilepsy; 
hemorrhagic and ischemic stroke; bone remodeling; 
psoriasis; and chronic inflammatory diseases such as 
rheimiatoid arthritis, osteoarthritis, sarcoidosis and 
eczematous dermatitis (all types of dermatitis) . 

25 The compounds of this invention can also be formulated 

in combination with endothelin converting enzyme (ECE) 
inhibitors, such as phosphoramidon; thromboxane receptor 
antagonists; potassium channel openers; thrombin inhibitors 
(e.g., hirudin and the like); growth factor inhibitors such 

30 as modulators of PDGF activity; platelet activating factor 
(PAF) antagonists; angiotensin II (All) receptor 
antagonists; renin inhibitors; angiotensin converting 
enzyme (ACE) inhibitors such as captopril, zofenopril, 
f osinopril / ceranapril , alacepril , enalapril , delapril , 

35 pentopril, quinapril, ramipril, lisinopril and salts of 
such compounds; neutral endopeptidase (NEP) inhibitors; 
dual NEP-ACE inhibitors; HMG CoA reductase inhibitors such 
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as pravastatin and mevacor; squalene synthetase inhibitors; 
bile acid sequestrants such as questran; calciuin channel 
blockers; potassium channel activators; beta-adrenergic 
agents; antiarrhythmic agents; diuretics, such as 
5 chlorothiazide, hydrochlorothiazide, flume thiazide, 
hydroflumethiazide , bendro flume thiazide , 

me thylchloro thiazide, trichloromethiazide, polythiazide or 
benzothiazide as well as ethacrynic acid, tricrynafen, 
chlorthalidone, furosemide, musolimine, bumetanide, 

10 triamterene, amiloride and spironolactone and salts of such 
compounds; cardiac glycosides such as digoxin, or other 
agents suitable for the treatment of congestive heart 
failure; and thrombolytic agents such as tissue plasminogen 
activator (tPA) , recombinant tPA, streptokinase, urokinase, 

15 prourokinase and anisoylated plasminogen streptokinase 

activator complex (APSAC) . If formulated as a fixed dose, 
such combination products prefereU^ly employ the compounds 
of this invention within the dosage rcuige described below 
and the other pharmaceutical ly active agent within its 

20 approved dosage range. The compounds of this invention may 
also be formulated with, or useful in conjunction with, 
antifungal and immunosuppressive agents such as 
amphotericin B, cyclosporins and the like to counteract the 
glomerular contraction and nephrotoxicity secondary to such 

25 con^sounds. The coitpounds of this invention may also be 
used in conjunction with hemodialysis. 

The compounds of the invention can be administered in 
any suitable manner such as orally or parenteral ly to 
various mammalian species known to be subject to such 

30 maladies, e.g., hxunans, in an effective amount within the 
dosage range of about 0.1 to about ICQ mg/kg, preferably 
about 0.2 to about 50 mg/kg and more preferably about 0.5 
to about 25 mg/kg (or from about 1 to about 2500 mg, 
preferably from about 5 to about 2000 mg) in single or 2 to 

35 4 divided daily doses. 

The active siibstance can be utilized in a composition 
such as tablet, capsule, solution or suspension containing. 
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e.g., about 5 to about 500 mg per unit dosage of a compound 
or mixture of compounds of formula 1 or in topical form for 
wound healirig (such as 0.01 to 5% by weight compound of 
formula I, 1 to 5 treatments per day) . They may be 
5 compounded in a conventional manner with a physiologically 
acceptable vehicle or carrier, excipient, binder, 
preservative, stabilizer, flavor, etc., or with a topical 
carrier such as Plastibase (mineral oil gelled with 
polyethylene) as called for by accepted pharmaceutical 
10 practice. 

The coitpoimds of the invention may also be 
administered topically to treat peripheral vascular 
diseases and as such may be formulated as a cream or 
ointment . 

15 The coiiipounds of formula I can also be formulated in 

compositions such as sterile solutions or suspensions for 
parenteral administration. For example, about 0.1 to 500 
milligrams of a confound of formula I is compounded with a 
physiologically acceptable vehicle, carrier, excipient, 

20 binder, preservative, stabilizer, etc., in a unit dosage 
form as called for by accepted pharmaceutical practice. 
The amount of active substance in these compositions or 
preparations is preferably such that a suitable dosage in 
the range indicated is obtained. 

25 The present invention thus provides novel methods of 

using, eind pharmaceutical con?>ositions containing, the 
compounds of the formula I and salts thereof. The present 
invention especially contemplates methods of treating 
endothelin-related disorders in a mammal, which comprise 

30 administering to a mammal an effective endothelin-related 
disorder treating amount of a compound of the formula I or 
a pharraaceutically acceptable salt thereof. The present 
invention also especially contemplates pharmaceutical 
compositions for the treatment of endothelin-related 

35 disorders, comprising a compound of the formula I or a 
pharmaceutical ly acceptable salt thereof in an amount 
effective therefor and a physiologically acceptable vehicle 
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or carrier. A compound of the formula I or salt thereof 
may, for example, be employed in the present methods or 
pharmaceutical compositions alone, in combination with one 
or more other compounds of the formula I or salts thereof 
5 and/or in combination with at least one other active agent 
such as an angiotensin II (All) receptor antagonist, renin 
inhibitor, angioterisin converting enzyme (ACE) inhibitor, 
dual neutral endopeptidase {NEP)-ACE inhibitor, diuretic, 
or cardiac glycoside, or other active agent listed above. 

10 In the present methods, such other active agent (s) may 

be administered prior to, simultaneously with or following 
the administration of the compound (s) of the formula I or 
salts thereof. In the present pharmaceutical compositions, 
such other active agent (s) may be formulated with the 

15 coinpound(s) of the formula I or salts thereof, or 

administered separately as described above for the present 
methods . 

Particularly preferred such methods and compositions 
are those for the treatment of hypertension, especially low 

20 renin hypertension (such as is described in U.S. Patent 

Application Serial No. , filed on January 30, 1997 

by J.E. Bird, entitled "Method for Preventing or Treating 
Low Renin Hypertension by Administering an Endothelin 
Antagonist" (Attorney Docket No. HA700*) , incorporated 

25 herein by reference in its entirety) or pulmonary 

hypertension, particularly primary pulmonary hypertensions- 
benign prostatic hypertrophy; migraine; renal, glomerular 
or mesangial cell disorders; endotoxemia; ischemia; 
atherosclerosis; restenosis; subarachnoid hemorrhage; and 

30 congestive heart failure. 

The compounds of the present invention may be prepared 
as follows. 
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10 



^^>g-i-(CH,,p. 



>12 



halo 

— (where halo 
is Br or I) 



X — Y 

O 





2^ (where "Prot" is a 
protecting group) 

Pd (O) , base, solvent 



r1 

CO"^ {CH2)P 




Removal of Protecting Group 



4 



As depicted by the above Scheme I, the title coinpounds 
4. may be prepared by a Pd(0) catalyzed coupling of an 
appropriately protected phenyl sulfonamide- 2 -boronic acid 
intermediate 2 with a 4 -heterocyclic aryl halide JL in the 
presence of a suitable base, such as aqueous potassium 
carbonate, and solvent, such as a mixture of toluene and 
ethanol . 

A boronic acid intermediate 2. niay be prepared from a 
2 -bromophenyl sulfonamide 5. (preparation of which is 
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described in EP Publication number 0,569,193 (1993)) by 
lithiation with a suitable alkyl lithium (such as n-butyl 
lithitim) , subsequent treatment with a trialkylborate ( e.g. . 
triisopropyl borate) and finally adding an aqueous acid 
such as aqueous hydrochloric acid (SCHEME II) : 

SCHEME II 



10 




1 alkyl lithium 

2 triallqrl borate 

3 HCl 




"Prof is an appropriate protecting group for the 
sulfonamide function, also described in EP Publication 
number 0,569,193 (1993). 

The title compounds may also be synthesized by an 
alternate route shown below (SCHEME III) : 
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SCHEME III 



1 allcvl lithium ^ 

7— (CH2), 



Rt ^ 1 alkyl lithium „2.^^-0 *^"2/r.^^ 

T I 2 trialkyl borate - n 1 I 



T^/^ 1 . . 2 trialkyl borate - n 1 I ^12 



HO' OH 



Br 



y Pd (O) + Compound i 



o 




Compound 4^ 

As depicted above, a 4 ' -Heterocyclic aryl halide 6. (see 
also compound JL) can be converted to a boronic acid 
5 intermediate 2 via the sequence shown. This compound Z/ 

upon Pd(0) catalyzed coupling with a coitpound 5. can provide 
a biaryl analog i, which upon deprotection can lead to the 
title compound ^. In certain instances, the heteroatoms J 
and K or L may require protection to prepare the boronic 
10 acid 2/ and/or to facilitate the coupling reaction to make 
compound (For example, when J and K or L are one of 

the groups may be protected by a suiteible protecting group 
such as t-butoxycarbonyl, etc) . Also, in certain 
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such as t-butoxycarbonyl, etc) . Also, in certain 
instances, the boronic acid may be replaced with a tin 
species and/or the halo group may be replaced by a -OSO2CF3 
moiety to perform the Pd-catalyzed coupling reaction. For 
general strategies in biaryl synthesis, see: Bringmann et 
al., Anaew, Chem, Inst,. Ed. Engl. 22 (1990) 977 - 991. 

In the above schemes, specific - r14 groups are 
chosen to be conpatible with the reaction conditions shown. 
Additionally, specific rH - rI^ groups may be converted 
into alternative rH - r14 groups, either before or after 
coupling of Conpound 1 with Compound 2, or Conpound 5 with 
Compound 7, using methods known in the art, 

SYNTHESES OF CQMPQtlNDS 1 AND fi 

Compounds i and §_ can be prepared by the following 
Schemes. 2-Aryloxazoles are prepared as depicted by SCHEME 
rv. Methods A-H; 4-Aryloxazoles are prepared as depicted by 
SCHEME V, Methods A - B; 5-Aryloxazoles are prepared as 
depicted by SCHEME VI, Methods A-B; Thiazoles are prepared 
as depicted by SCHEME VII, Methods A-B; Imidazoles are 
prepared as depicted by SCHEME VIII; 2-Phenylal]c/loxazoles 
are prepared as depicted by SCHEME IX, Methods A-B; 
Pyrazoles are prepared as depicted by SCHEME X; 
3-Arylisoxazoles are prepared as depicted by SCHEME XI; 
5-Arylisoxazoles are prepared as depicted by SCHEME XII; 
and N-Arylimidazoles are prepared as depicted by SCHEME 
XIII. In these schemes, rH and r12 ^re also chosen to be 
compatible with the reaction conditions shown. 
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A. 2-Arvloxa2oles 

SCHEME IV . Method A 

COCl 




An acyl amino coinpoimd £ is prepared as depicted above 
and may be cyclized to eui oxazole 10. using a variety of 
dehydrating agents. For a review of this and other methods 
10 of oxazole synthesis, see: Lakhan et al., Adv, He t . Chem> . 
12 (1974), 99, 
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SCHEME IV . Method B 




CONH2 



12 




:2-c-CH2X 



+ 



X = 



Cl, Br, I 



heat 




12 



As shovm, heating together a mixture of a benzamide 11 
euid an a-halo carbonyl compound X2. provides the 
corresponding oxazole H. This method has been used 
extensively to provide 2, 4-disubstituted oxazoles. For a 
review, see: Lakhan et al., Adv. Het. chem. . 21. (1979) 99 
- 211. 



-22- 



wo 97/29748 



PCTAJS97/03956 



SCHEME IV > Method C 
COOH 




Br 



NH4OAC/ACOH 




Br 



An ester 15. can be prepared either by allowing an 
5 a-haloketone to react with a benzoic acid Id. in the 

presence of a base such as tr iethylamine , or by 
esterification with an appropriate a-hydro3C/ketone . 
Coznpoimd IS, upon treatment with ammoniiim acetate in acetic 
acid, provides an oxazole Ig.. 
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CH CN 

III 

r2' ^oh \^ 

Br 



heat 




Certain acetylenic carbinols such as compound 22. can 
react directly with an arylnitrile IS to provide a 5-methyl 
oxazole, J^. (See, for exanple, Y. Yura, Japanese Patent 
29849 (1964).) 
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SCHEME IV » Method E 



CH 
III 



COCl 



»12 



2£L 



Br 
2L 




Br 



heat 




23 



O-f— 



5 An acetylenic amide 22-/ upon heating, cyclizes to an 

oxazole derivative 23.. 
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SCHEME w . Method P 




CONH2 



V 



heat 




26 

T 

Br 



V 



A 4,5-imsubstituted oxazole 2fi may be prepared by 
condensing a 4-bromobenzainide H with a vinylene carbonate 
25. at high temperature in the presence of an agent such as 
polyphosphoric acid. (See, for exait^le, Ferrini, et al,, 
Anqew. Cht^jit. Tn^^m^h, p,.^,, Vol. 2, 1963, 99.) 
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CI 
I 




Br Br 



27 26 

5 Cyclization of the N- (2, 2-dichloroethyl)ainide 

derivative 22/ prepared by methods known in the art, in the 
presence of a suitable base such as sodium ethoxide« may 
also provide the oxazole derivative 26- (See, for example, 
U.S. Patent No. 3,953,465.) 
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COCl 



>11. 




SCHEME IV . Method H 



N-OH 





Br 
21 



R 

22 



R^—fO-rR" 




Br 

10 



Heating together a mixture of aroylchloride 21 with an 
oxime 22. where R^ and r2 are alkyl, prepared 1^ methods 
known in the art, may provide the oxazole derivative 10. 
{See, for exaii¥>le, Bhatt, M,V. and Reddy, A.S., Tet . Lett . . 
10 21. 2359 (1980).) 



COCl 




SCHEME IV . Method I 



N-R heat 
• 



25- R^-fOr-R" 




Br 

26 



15 



Heating together a mixture of aroylchloride 21 with a 
triazole 25 ' where R is trimethylsilyl, prepared by methods 
known in the art, in a suitable solvent such as toluene may 
provide the oxazole derivative 2£. (See, for exairple, 
20 Williams, E.L., Tet. Lett. . H, 1033 - 1036 (1992).) 

It is also possible to prepare the oxazole derivative 
25. by treatment of aroylchloride 21 with triazole (where R 
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is hydrogen) in the presence o£ suitable base such as 
potassium carbonate followed by heating the mixture to an 
optimal temperature. 



5 B. 4-Arvloxazoles 



SCHEME V . Method A 



I 

CHBr 



I R^CONHa 




heat 



Treatment of an a-Bromoacetophenone derivative i& with 
10 an amide at high temperatures (typically 130 - 150^C) 
provides a 4-aryl oxazole 2i. 
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SCHEME V > MetihQd R 




Certain a-metallated isonitriles 22, prepared by 
methods knovm in the art, react with acyl halides, 
imidazoles or other activated acyl groups, to provide 
2-unsubstituted oxazoles 21 where r2 is alkyl or aryl. 



BNSDOCID: <W0 ^9729748A1J_> 



-30- 



wo 97/29748 



PCTAJS97/03956 



SCHEME VI . MetihQd A 




Acylation of em a-aminoacetophenone 2Ai with an acyl 
chloride, provides compoiind 25.. Compound 25./ upon 
cyclization using a suitable dehydrating agent such as 
10 sulfuric acid, provides an oxazole 26. (This method is 
similar to the one described in SCHEME IV, Method A) . 
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SCHEME VT . Method B 

CHO 



'+ TsCH2N=C ^2C03 ^ 
38 Methanol 

o. 





(Ts = Tosyl) JL 39 



Br 



A 4-Haloben2aldehyde H is treated with 
tosylmethylisocyanide IS in the presence of a base, such as 
potassium carbonate, in a suitable solvent, such as 
methanol, to provide a S-aryloxazole derivative 23.- (See, 
for exanple, A.M. Van Leusen, et al., Tet . Lett . . 2369 
(1972) .) 

D. Thiazolgs 

E VTT , MeMin^ A 



HO. OH 
B 

r2 






base /solvent 

Br 

^ 42. 

Br 

15 A 4-Bromophenyl boronic acid Al can be coupled with an 

appropriately substituted 2-bromothiazole Al in the 

presence of a Pd(0) catalyst and a suitable base ( e.g. . 

aqueous potassium carbonate) and solvent to provide a 
thiazole 40 . 

20 



-32- 



9729748A1_I_> 



wo 97/29748 



PCT/US97/03956 



SCHEME VI I ^ Method B 
CN 




Br 

Condensation of p-bromobenzonitrile 18 with an 
5 a-thioketone directly provides a thiazole derivative M- 
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E. Imidazoles 

Scheme VIII 

CHO 




Br 



5 Condensation of a benzaldehyde derivative 21 with 

glyoxal and ammonia provides a 2-aryl imidazole derivative 
15.- (See, e.g. . U.S. Patent No. 3,682,949.) This coirtpoiind 
can be further substituted by reacting it with an alkyl 
halide in the presence of a suitable base to provide, e.g. , 
10 an N-alkylderivative 46 . 

For a review on imidazole synthesis, see: Adv. Het. 
Chem. . 22/ (1980), 241 - 323. 
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SCHEME IX > Method A 



(CH2)p-CONH2 





Br 
47 



2-Phenylalkyloxazoles IS/ where p is 1 or 2, 
unsubstituted at the 4 and 5 positions, may be prepared by 
heating together a phenylalkylaznide ^ 

with vinylene carbonate 23. in the presence of an agent such 
10 as polyphosphoric acid. 
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SCHEME TX . M^h>^^^ ^ 



NH \ 



CH 



(CH2)d-CN 




(CH2)o 



Rl2 + HO-CH2-C^-Rl-*.j^u__r.Qi_^^2 





Br 



heat 




CH2 - 



-fO 



50 



51 

2-Arylalkyl-4-substituted-oxa2ole 51, where r1 is 
alkyl and n is 1 or 2, may be prepared starting from a 
nitrile 41 as shovm above. (See, for exair^jle, U.S. Patent 
No. 4,168,379.) 
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PVTa2;Qlgg 



NHNH2»HC1 n'^ 




^ ^ EtOH ' ' 




Br 
53 




Br 

52 



5 The pyrazole derivative 5Z may be prepared by heating 

together the aryl hydrazine 51 with epichlorohydrin in the 
presence of a suitable base such as triethyl amine. 

10 SCHEME XI 



R"-T-0 



1 HCl /Qxone 

OH 2 (C2H5)3N 





OAC 

Br 4 HCl/EtOH 

Si 

Treatment of the oxime 54./ prepared by methods know in 
the art, with HCl/Oxone, and subsequent treatment with a 
15 base such as triethylamine, provides an arylnitrile oxide. 
The arylnitrile oxide typically is not isolated, but is 
reacted with vinylacetate, and then the mixture is heated 
in an acid (e.g., HCl) in a suitable solvent such as 
ethanol to provide the 3 -aryl isoxazole derivative 55- 

20 
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SCHEME XII 




.56 Br 



An a,p-unsaturated ketone prepared by methods 
known in the art, upon treatment with hydroxylamine 
provides the corresponding oxime derivative. Cyclization 
of this material in the presence of iodine and potassium 
iodide provides the B-arylisoxazole derivative 52. r1 in 
this scheme is alkyl or aryl. (See for example, J, Het, 
ClaaiL... la, 467 (1993).) 



SCHEME XTTT 




The N-arylimidazole analog 5^ may be prepared by a 
standard Ullmann coupling, known in the art, of the 
1, 4-dibromobenzene 55. with imidazole in the presence of a 
copper salt such as CuBr. 
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Preferred methods for preparing the confounds of the 
present invention also include those described in U.S. 

Patent Application Serial No. ] (Attorney Docket 

No. HA689a) , entitled "Methods for the Preparation of 
5 Biphenyl Isoxazole Sulfonamides," filed by Polniaszek et 
al. on January 21, 1997, and incorporated herein by 
reference in its entirety - 

For example, the compounds of the present invention 
may be prepared by a method comprising the steps of: 
10 (a) contacting a pinacol ester of the following 

formula or salt thereof: 




15 or a boronic acid of the following formula or salt thereof: 



(HO) 2B 




with a 4-heterocyclic aryl halide 1 (the structure of which 
20 is shown in Scheme I) or salt thereof, in the presence of a 
palladium (0) catalyst and, optionally, a base, to form a 
nitrogen-protected compound 3. (the stiructure of which is 
also shown in Scheme I) or salt thereof; and 

(b) deprotecting the nitrogen of said coztpound i or 
25 salt thereof. 
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10 



15 



20 



Preferably, the palladium (0) catalyst is a palladium 
(11) salt (especially palladium acetate) and 
tr iphenylphosphine ; the base is aqueous potassixam carbonate 
or sodiiom carbonate; "Prot" is methoxyethoxymethyl ; and the 
halo group in said 4 -heterocyclic aryl halide 1 is iodo. 

The starting pinacol ester or salt thereof may be 
prepared by a method such as that comprising the steps of: 

(a) contacting a compound of the following formula or 
salt thereof : 



where the halo group is preferably bromo, and the leaving 
group is preferably halo (especially chloro) , with an amine 
of the following formula or salt thereof: 



in the presence of an organic base and organic solvent, to 
form a compound of the following formula or salt thereof: 



step (a) to form a coirqpound of the following formula 
salt thereof: 






(b) protecting the nitrogen of the compotind formed in 
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(c) lithiating the compound formed in step (b) with 
5 an allQrl or aryl lithium compound and contacting the 



lithiated product formed with a tr ialkylborate , followed by 
hydrolysis, to form a boronic acid of the following formula 
or salt thereof: 



(d) contacting the compound formed in step (c) with 
pinacol, with removal of water. 

Preferably, -Prof is methoxyethoxymethyl ; the organic 

15 base in step (a) is an amine (especially, pyridine or a 

trialkylamine) ; the orgauiic solvent is a haloalkane, or is 
the organic base which also functions as the organic 
solvent; the alkyl or aryl lithium compound is n-butyl 
lithium or phenyl lithium; lithiation and/or contact with 

20 said trialkylborate is conducted at temperatures from about 
-40°C to about -105*^0; the trialkylborate is 
triisopropylborate or trimethylborate; and the removal of 
water is conducted by the addition of a drying agent, or by 
azeotropic removal of water by heating with a solvent. 

25 Cos^unds of the present invention may also be 

prepared by a method comprising the steps of: 

(a) lithiating a 4 -heterocyclic aryl halide 1 (the 
structure of which is shown in Scheme I) or salt thereof 
with an alkyl or aryl lithium compound in the presence of a 



(H0)2B 



10 




and 



-41 . 



5 



trialkylborate, followed by hydrolysis, to form a boronic 
acid of the following formula or salt thereof: 



R 




B(0H)2 • 



(b) contacting the boronic acid or salt thereof 
formed in step (a) with a coit«>ound of the following formula 
or salt thereof: 




10 



in the presence of a palladium{0) catalyst and, optionally, 
a base, to form a nitrogen-protected compound i (the 
structure of which is shown in Scheme I) or salt thereof; 
15 and 

(c) deprotecting the nitrogen of the conpound formed 
in step (b) . 

Qxazole phenyl halides of the following formula or 
salts thereof: 

20 
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,2 




halo 



may be prepared by a method comprising the steps of: 

(a) contacting a phenyl acid halide or salt thereof 
5 of the following formula: 

halo 



>12 




halo 



with an amine acetal or salt thereof of the following 
10 formula: 



R2 



H2N 




0-alkyl 
O-alkyl 



in the presence of a base and a solvent, to form an amide 
15 acetal of the following formula or salt thereof: 
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X^l^ Vi97 //V^7^U 




O-alkyl 



alkyl-0 



halo 



and 



(b) cyclizing the amide acetal or salt thereof formed 
in step (a) in the presence of a cyclization agent. 
5 Preferably, in the phenyl acid halide, the halo group 

of the acid halide moiety is chloro, and the halo group in 
the position para to the acid halide moiety is iodo; the 
alkyl groups of the acetal moiety are methyl; the base 
employed in step (a) is potass ixim bicarbonate or potassium 
10 carbonate; and the cyclization agent is Eaton's reagent 
(P2O5 in methanesulfonic acid) . 

The invention will now be further described by the 
following working exait^jles, which are preferred embodiments 
15 of the invention. These examples are meant to be 
illustrative rather than limiting. 
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W- <3 . 4-Dlaet:hvl-S-lao3cazQlvH -4 ' - f 2-exazolvll ri. 1 » 

blphenvll -2-Bulfonamide 




A. 2 - f 4 -Bromophenvl ) oxazQle 

A mixture of 4-bromobenzenecarboxamide (4 20 
mmol) , vinylene carbonate (1,72 20 mmol) and 10 g 

10 polyphosphoric acid was heated at ITO^'C for 3 hours. After 
cooling, the mixture was partitioned between 200 mL water 
and 200 mL ethyl acetate. The aqueous layer was extracted 
with 2 X 150 mL ethyl acetate- The combined orgeuiic liquid 
was washed with 100 mL water and 50 mL brine, dried and 

15 concentrated. The residue was chromatographed on silica 
gel using 10:1 hexane/ethyl acetate to afford conpound A 
(2.49 g, 56%) as a white solid. 

B • 2«-Borono-N- (3 , 4-dlae^liyl-5-l80xa- 

20 zolyl) «-N* - (methoxye^hoxymetbhyDben* 

To a solution of 2-Bromo-N- (3 , 4-dimethyl-5- 
isoxazolyl) -N' - (methoxyethoxymethyl)benzenesulf onamide 
(5.67 g, 13.52 mmol, prepared as described in EP 0,569,193 

25 (1993)) in 70 mL of tetrahydrof uran at -78°C, n-butyl 

lithium (2M solution in cyclohexane, 8.11 mL, 16.23 mmol) 
was added over 10 minutes. The resulting solution was 
stirred at -78°C for 15 minutes and triisopropylborate 
(1.52 g, 8.06 mmol) was added. The mixture was then warmed 

30 to room temperature and stirred for 2 hours . The mixture 
was cooled to 0**C, 10% aqueous hydrochloric acid (120 mL) 



-45- 



10 



15 



20 



was added, and the solution was stirred for 10 minutes. 
The mixture was concentrated to 120 mL and extracted with 4 
X 60 mL ethyl acetate. The combined organic extracts were 
washed once with 100 mL brine, dried (MgS04) and 

concentrated to give compound B (4.25 g, 82%) as a light 
yellow gum. 

C. H- (3,4-Dimethyl-5-lsoxazolyl) -M- [ (2- 
inethoxyethoxy)aethyl] -4 • - (2>oxa- 
gglYl) ri , 1 ' -biphenvn -2 -Hill f onamlda 
To a solution of con5>ound B (315 mg, 0.82 mmol) , 

compound A (456 mg, 2.05 mmol) in 7.5 ml of toluene and 6 

mL of 95% ethanol under argon, 

tetrakis(triphenylphosphine)palladi\jmti(0) (95 mg, 0.082 
mmol) was added, followed by 4.5 mL of 2M aqueous sodium 
carbonate. The reaction mixtxire was heated at 75°C for 4 
hours, cooled and diluted with 50 mL of ethyl acetate. The 
organic liquid was separated and washed with 10 mL water 
and 10 mL brine, dried and concentrated. The residue was 
chromatographed on silica gel using 2:1 hexane/ethyl 
acetate to afford con¥>ound C (279 mg, 70%) as a colorless 
gum. 
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D. N-(3,4-Dliii tbyl-S-isoxazolyl) -4 • - 
(2-oxazolyl) CI, 1 • -biphenyll -2- 
sttlf onamide 

To a solution of compound C (276 mg, 0.57 mmol) in 
5 10 mL of 95% ethanol, 10 mL of 6N aqueous hydrochloric acid 
was added and refluxed for 1 hour and 10 minutes. The 
reaction mixture was concentrated and the pH of the 
solution was adjusted to 8 using sodium bicarbonate 
solution. It was then acidified to pH 5 with glacial 

10 acetic acid. The mixture was extracted with 3 x 40 mL 

ethyl acetate. The organic liquid was washed with 10 mL 
water and 10 mL brine, dried and concentrated. The 
residue was chromatographed on silica gel using 100:1 
dichloromethane/methanol to afford the title compound (117 

15 mg, 52%) as a white solid. 
M.p. 90-9 8**C (amorphous) . 
Analysis calculated for C20H17N3O4S: 

Calculated: C, 60.75; H, 4,33; N, 10.63; S, 8.11; 
Found: C, 60.80; H, 4.15; N, 10.38; S, 8.12. 

20 

g»|mpl» 2 

f 3 . 4>D±met:bvl-5-isoxazolvl) -4 ■ - (2- 
fchiazolvll [1,1 " -biphenvll ■2-sttlf onamide 



25 




A. 2 - ( 4 -Bromophenvl ) thiazole 

To a solution of 4-Bromophenylboronic acid (3.01 g, 
15 mmol), 2 -bromo thiazole (9.84 g, 60 mmol) in 120 mL of 
30 toluene and 96 mL of 95% ethanol under argon, 

tetrakis(triphenylphosphine)palladiuro(0) (1.04 g, 0.9 mmol) 
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was added, followed by 72 xnL of 2H aqueous sodium 
carbonate. The reaction mixture was heated at 75*^C for 1 
hour and 15 minutes, cooled and diluted with 300 mL of 
ethyl acetate • The orgcuiic liquid was separated and washed 
S with 100 mL water and 100 mL brine, dried and concentrated. 
The residue was chromatographed on silica gel using 30:1 
Hexane/ethyl acetate to afford compound A (2.0 g, 56 %) as 
a white solid. 

10 B . N- (3, 4-Dimethyl-5-i80xazolyl) -N- [ (2- 

me thoxyethoxy) methyl] -4 ' (2-thla 
zolyA ) [31 1 1 ' -blph^nvi.] - 3^B^^f ffn»mide 

To. a solution of coxnpoxind B from Exanple 1 (320 mg, 
0.83 mmol) and compound A (400 mg, 1.67 mmol) in 7.5 mL of 

15 toluene and 6 mL of 95% ethauiol under argon, 

tetrakis ( triphenylphosphine) palladium ( 0 ) ( 96 mg , 0 . 083 
mmol) was added, followed by 4.5 mL of 2M aqueous sodium 
carbonate. The reaction mixture was heated at 75°C for 3 
hours cooled and diluted with 50 ml of ethyl acetate. The 

20 organic liquid was separated and washed with 10 mL water 
cmd 10 mL brine, dried and concentrated. The residue was 
chromatographed on silica gel using 2.5 :1 hexane/ethyl 
acetate to afford compound B (291 mg, 70%) as a colorless 
gvim. 

25 

C . N- (3,4-Dimotliyl-5-isoxazolyl)-4 • - 
( 2 - thiazolyl ) [ 1 , 1 • -*bipheny 1 ] - 2 - 
flttlfonamide 

To a solution of compound B (290 mg, 0.58 mmol) in 
30 10 mL of 95% ethanol, 10 mL of 6N aqueous hydrochloric acid 
was added and refluxed for 1 hour. The reaction mixture 
was concentrated and the pH of the solution was adjusted to 
8 using sodixjim bicarbonate solution. It was then acidified 
to pH 5 with glacial acetic acid. The mixture was 
35 extracted with 3 x 40 mL ethyl acetate. The organic liquid 
was washed with 10 mL water and 10 mL brine, dried and 
concentrated. The residue was chromatographed on silica 
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gel using 100:1 dichloromethcuie/methanol to afford the 
title compound (180 mg, 75%) as an off-white solid. 
M.p. 8 7 -9 7*^0 (amorphous) • 

Analysis calculated for C20H17N3O3S2 • 0.34H2O: 
5 Calculated: C, 57.52; H, 4.27; N, 10.06; S, 15.35; 
Found: C, 57.68; H, 4.08; N, 9.90; S, 15.06. 

ipxampie a 

(3. 4-Dlme thvl-5-i80xa20lvl ) -4 ' - (4 . 5-dimet:livl^2 
10 oxazolvl > n. 1 ' -biphenvll -2-gulf onamlda 



bromobenzoyl chloride (3.29 g, 15 xnmol) in 15 xnL 
dichloromethane at O^C, 5 mL pyridine was added dropwise. 
The reaction was stirred at room temperature for 5 hours, 
20 150 mL ethyl acetate was added and filtered. The filtrate 
was washed with 2 x 50 mL 10% hydrochloric acid, 3 0 xnL 
water aind 30 mL brine, dried and concentrated. The residue 
was chromatographed on silica gel using 10:1 hexane/ethyl 
acetate to afford compound A (3.4 g, 84%) as a white solid. 




15 



A. 



4-Broiaobenzoic acid, 2*oxb-l- 

To 3-hydroxy-2~butanone (1.32 g, 15 mmol) and 4- 



25 
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B. 2 - ( 4 -Bromophenvl ) -4 , S^dimethvloxazole 

A mixture of cornpound A (3.4 g, 12.54 inmol) , 
ammoniiun acetate (9.67 g, 125.4 mmol) and 10 mL acetic acid 
was heated at lOO^C for 4 hours. After cooling, the 
5 mixture was partitioned between 150 mL water and 200 mL 
ethyl acetate. The organic liquid was washed with 50 mL 
water and 50 mL brine, dried and concentrated. The residue 
was chromatographed on silica gel using 25:1 hexane/ethyl 
acetate to afford compound B (1.52 g, 48%) as a white 
10 solid. 

C . N- (3, 4-Diaethyl--5-i8oxazolyl ) -4 • - (4, 5- 
dliiiethyl*-2-oxazolyl) -N- [ (2-methoxy- 
ethoxy) methyl] [1, 1 < -biphanyl] -2- 
15 g^lfpnamid^ 

To a solution of compound B from Example 1 (320 mg, 
0.83 mmol) and compound B above (420 mg, 1.67 mmol) in 7.5 
mL of toluene and 6 ml of 95% ethanol under argon, 
tetrakis(triphenylphosphine)palladi\im(0) (96 mg, 0.083 

20 mmol) was added, followed by 4.5 mL of 2M aqueous sodium 
carbonate. The reaction mixture was heated at 75®C for 4 
ho\irs, cooled and diluted with 50 mL of ethyl acetate. The 
organic liquid was separated and washed with 10 mL water 
and 10 mL brine, dried and concentrated. The residue was 

25 chromatographed on silica gel using 2:1 hexane/ ethanol to 
afford compound C (300 mg, 70%) as a colorless gum. 

D. (3,4-Dimethyl-5-l80xazolyl)-4 " - (4,5- 
dimethyl - 2 -oxazoly 1 ) I 1 r 1 • -biphany 1 ] - 2 - 
30 g\tl£9nftwA49 

To a solution of compound C (300 mg, 0.59 mmol) in 
10 mL of 95% ethanol, 10 mL of 6N aqueous hydrochloric acid 
was added and reflxaxed for 1 hour. The reaction mixture 
was concentrated, and the pH of the solution was adjusted 
35 to 8 using sodium bicarbonate solution. It was then 

acidified to pH 5 with glacial acetic acid. The mixture 
was extracted with 3 x 40 ml ethyl acetate. The organic 
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liquid was washed with 10 mL water and 10 mL brine, dried 
and concentrated. The residue was chroma tographed on 
silica gel using 1:1 hexane/ethyl acetate to afford the 
title compound (178 mg, 72%) as a white solid • 
5 M.p. 96-102**C (amorphous) . 

Analysis calculated for C22H21N3O4S • 0.24H2O: 
Calculated: C, 61,76; H, 5,06; N, 9.82; S, 7.49; 
Found: C, 61.67; H, 4.76; 9.91; S, 7.59. 

10 Example 4 

(3.4-Dlmethvl>5->lsoxazolvl>^4'-(5-oxazolvll ri.l'- 
biphenvll 2 -sulf onamide 




15 

A. 5- C4-Bromopiienvl1oxazQl^ 

A mixture of 4.74 g (25.6 mmol) of p- 
bromobenzaldehyde, 5.0 g (25.6 mmol) of tosylmethyl 
isocyeuiide and 4.25 g (30.7 mmol) of anhydrous potassium 
20 carbonate in 150 mL of methanol was refluxed for 3 hours. 
The solvent was then evaporated, and 150 mL of water was 
added to the residual solid. The tan-white solid was 
filtered and washed several times with water and then dried 
to yield coitipound A (3.65 g, 64%). 

25 
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B . N- ( 3 , 4 -Dime thyl - 5 - 1 soxazolyl ) -N- £ ( 2 - 

aiethoxyethoxy)a thyl] -4 • - (5-oxa- 

To a solution of 0.8 g (2.08 mmol) compound B from 
' Example 1 and 0.12 g (0.1 mmol) of 

tetrakis(triphenylphosphine) -palladium (0) in 25 mL of 
toluene under argon, 15 mL of 2M aqueous sodium carbonate 
was added followed by 0.70 g (3.12 mmol) of compound A in 
15 mL of 95% ethanol . The mixture was refluxed for 3 
hours, diluted with 100 mL of water and extracted with 3 x 
75 mL of ethyl acetate. The combined organic extracts were 
washed once with 100 mL of brine, dried and evaporated. 
The residue was chromatographed on 50 g of silica gel using 
Hexanes/ethyl acetate 2:1 to afford 0.49 g (49%) of 
compound B as a colorless gum. 



20 



C . H- (3, 4-Diai«thyl-5-isoxazolyl ) -4 « - (5- 

To a solution of 0.49 g (i.oi mmol) of compound B in 
10 mL of 95% ethanol, 10 mL of 6N aqueous hydrochloric acid 
was added and refluxed for 1 hour. The mixture was then 
concentrated and diluted with 50 mL of water. The solution 
was neutralized to pH 7 using saturated aqueous sodium 
bicarbonate and then acidified to pH 4 using glacial acetic 
25 acid. The white solid obtained was filtered and dried 
(0.37 g) . Crystallization from dichloromethane/ ethyl 
acetate/Hexanes afforded 0.23 g (58%) of the title con?)ound 
as a white solid. M.p. 189-191'»c. 
Analysis Calculated for 
30 C20H17N3O4S.O.28 H2O: 

Calculated: C, 60.00; H, 4.42; N, 10.49; S, 8.01; 
Found: C, 60.10; H, 4.17; N, 10.39; S, 8.04. 
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f 3 . 4 -D i mfttihvl ^ 5 - Isoxazolvl > -4 ' > ( 4-Oxazolvl ) C 1 > 1 ' - 
blphenvll -2->Bttlf onamlde 



5 




A. 4 - ( 4 -Br omoplienvl > oxazola 

A mixture of 5.0 g (18 mmol) of a,p- 
dibromoacetophenone and 4,05 g (89.9 mmol) of formamide was 

10 stirred in an oil bath at 130^C for 3 hours. The mixture 
was then poured into 150 mL of ice /water and the solution 
was extracted with 3 x 100 mL of ether. The combined ether 
extracts were washed once with water ^ dried and evaporated - 
The residue was chromatographed on 200 mL of silica gel 

15 using Hexanes/ethyl acetate 3:1 to afford 1.3 g (32%) of 
compound A as a light brown solid. 

B . N- (3,4-Dlmotliyl-5-isoxaaolyl) -N- 1(2- 

nethoxyathoxy) methyl] -4 ■ - (4- 
20 oxazol vl 1 r 1 . 1 ' -bl phanvl 1 -2 - sulfonamide 

To a solution of 0.668 g (1.74 mmol) of compound B 
from Example 1 and 0.104 g (0.09 mmol) of tetrakis (tri- 
phenylphosphine) palladium (0) in 25 mL of toluene under 
argon, 15 mL of 2M aqueous sodixom carbonate was added 
25 followed by 0.52 g (2.32 mmol) of confound A in 15 mL of 

95% ethanol. The mixture was refl\ixed for 3 hours, diluted 
with 100 mL of water and extracted with 3 x 75 mL of ethyl 
acetate. The combined orgauiic extracts were washed once 
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with 100 mL of brine, dried and evaporated. The residue 
was chromatographed on 50 g of silica gel using 
Hexanes/ethyl acetate 2:1 to afford 0.43 g (51%) of 
conpound B as a colorless gum. 

5 

C . M- (3, 4-Dimethyl-5-i80xazolyl) -4 • - (4- 

aieazolvl I n . 1 ' -btphanvil -2«aul f onamide 

To a solution of 0.75 g (1.55 inmol) of con^Jound B in 
8 mL of acetonitrile at O^C under argon, trimethylsilyl 

10 chloride (2.01 g) and sodium iodide (2.73 g) were added and 
the mixture was stirred at room teirperature for 1 hour. 
The mixture was then diluted with 10 mL of water and 
extracted with 100 mL of ethyl acetate. The organic layer 
was washed with 10 mL of saturated aqueous sodium 

15 thiosulfate, dried and evaporated. This material was 

purified by reverse phase preparative HPLC on 30 x 500 mm 
ODS SIO col\imn using 68% solvent A (90% methanol, 10% 
water, 0.1% trifluoroacetic acid) and 32% solvent B (10% 
methanol, 90% water, 0.1% trifluoroacetic acid). The 

20 appropriate fractions were collected and neutralized with 
aqueous sodium bicarbonate to pH 7 and concentrated to 10 
mL. The solution was acidified to pH 4 using glacial 
acetic acid and the white solid was filtered and dried to 
provide 0.33 g (54%) of the title compound. 

25 M.p. 85 - 93'C (amorphous). 
Analysis Calculated for 
C20H17N3O4S.O.2I H2O: 

Calculated: C, 60.18; H, 4.40; N. 10.53; S, 8.03; 
Found: C, 60.27; H, 4.05; N, 10.44; S, 7.88. 

30 



-54- 



BNSDCX;iD- <WO_9729748A1J_> 



wo 97/29748 



PCT/US97/03956 



gxample 6 

<3 . 4^Dim tlivl^S-lBOxazolvl) -4 » - (2-methvl>4- 
oxagQlvll ri, 1* -blplienvn -2 -aulf onamide 




5 CI% 

A. 4- C4-Br omophenvl) -2 -methvloxazole 

A mixture of 2, 4-dibroinoacetophenone (2,78 g, 10 
minol) and acetamide (1.48 g, 25 mmol) was heated at 130®C 

10 for 3 hours. This mixture was poured onto 30 g ice, and 
150 mL ethyl acetate was added. The organic layer was 
separated and washed with 30 mL IN sodium hydroxide, 30 mL 
IN hydrochloric acid and 30 mL brine, dried and 
concentrated. The residue was chromatographed on silica 

15 gel using 15:1 hexcuie/ethyl acetate to afford compound A 
(1.29 g, 54%) as a white solid. 

B . (3, 4-Dlmathyl-5-i8oxazolyl) *-N- [ (2- 

metlioxyetlioxy)me^]iyl] - 4 ■ - ( 2 -methyl *4- 
20 oxagQlvll ri, 1 « -biphenvn -2 -gulfonamide 

To a solution of compoiind A (402 n^, 1.7 mmol) and 
compound B from Example 1 (259 mg, 0.68 mmol) in 6.5 mL of 
toluene and 5.2 mL of 95% ethanol under argon, tetrcdcis- 
(triphenylphosphine)palladium(O) (78 mg, 0,068 mmol) was 
25 added and followed by 3.9 mL of 2M aqueous sodium 

carbonate. The reaction mixture was heated at 75^C for 3.5 
hours, cooled and diluted with 40 mL of ethyl acetate. The 
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organic liquid was separated and washed with 10 znL water 
and 10 roL brine, dried and concentrated. The residue was 
chromatographed on silica gel using 2:1 hexane/ethyl 
acetate to afford coir^und B (183 mg, 54%) as a colorless 
^ gum. 



10 



20 



25 



C . {3, 4-D±methyl-5-lsoxa2olyl) -4 • - (2- 

aethyl-4-oxazolyl) [i, i • -blphoayl] -2- 

aulfon>%^4^^ 



TO a solution of compound B (180 mg, 0.36 mmol) in 6 
mL of 95% ethanol, 6 mL of 6N aqueous hydrochloric acid was 
added and the combination was refluxed for 55 minutes. The 
reaction mixture was concentrated and the pH of the 
solution was adjusted to 8 using sodium bicarbonate 
15 solution. It was then acidified to pii 5 with glacial 
acetic acid. The mixture was extracted with 3 x 30 mL 
ethyl acetate. The organic liquid was washed with 10 mL 
brine, dried and concentrated. The residue was 
chromatographed on silica gel using 100:1 
dichloromethane/methanol to afford the title compound (56 
mg, 38%) as a light yellow solid. 
M.p. 90-100*0 (amorphous). 
Analysis calculated for C21H19N3O4S: 
Calculated: C, 61.60; H, 4.68; N, 10.26; S, 7 83 • 
Pound: C, 61.56; H, 4.33; N, 9.85; S, 7.94. 
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E**rr?f* 7 

oxazolvl) ri. 1 ' -blphenvll onamlde 




5 C% 

A, 2- {4-BrQmoplienvl> -4-met:livloxa2ole 

4-bromobenzonitrile (9.1 g, 50 znmol) and propargyl 
alcohol (2.8 g, 50 mmol) were added portionwlse into 12 « 5 

10 mil concentrated sulfuric acid at -15**C. The reaction was 
stirred at O^C for 3 hours, wanned to room temperature 
slowly and stirred overnight- The mixture was poured into 
200 rolr ice water, neutralized with sodiiun bicarbonate euid 
extracted with 3 x 200 mL ethyl acetate. The combined 

IS organic liquid was washed with 50 mL brine, dried and 

concentrated. The residue was chromatographed on silica 
gel using 30:1 Hexane/ethyl acetate to afford compound A 
(1.44 g, 12%) as a white solid. 

20 B. N- (3,4-Dimethyl-5«-i80xazolyl) -N- [ (2- 

ma thoxyethoxy) methyl] -4 * - (4 -methyl -2 
oxazolvl) ri. 1 ■ -biphenv-n ->2 -8ulf onamida 

To a solution of coit^Dound B from Example 1 (320 mg, 
0.83 mmol) and compound A (397 mg, 1.67 mmol) in 7.5 mL of 
25 toluene and 6 mL of 95% ethanol iinder argon, 

tetrakis ( tr iphenylphosphine ) palladiiom ( 0 ) ( 9 6 mg , 0.083 
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mmol) was added, followed by 4.5 mL of 2M aqueous sodium 
ceirbonate. The reaction mixture was heated at 75*C for 4 
hours, cooled and diluted with 50 mL of ethyl acetate. The 
organic liquid was separated, washed with 10 mL water and 
5 10 mL brine, dried and concentrated. The residue was 
chromatographed on silica gel using 2:1 Hexane/ethyl 
acetate to afford compound B (300 mg, 72%) as a colorless 
gum. 

10 C. H-(3,4-Dimethyl-5-i80xazolyl)-4'-<4- 
m«thyl-2-oxazolyl) II, 1 • -biphenyl) -2- 
■iilfonamide _ 

To a solution of conpound B {300 mg, 0.60 mmol) in 
10 mL of 95% ethanol, 10 mL of 6N aqueous hydrochloric acid 

15 was added and refluxed for 1 hour. The reaction mixture 

was concentrated and the pH of the solution was adjusted to 
8 using sodium bicarbonate solution. It was then acidified 
to pH 5 with glacial acetic acid. The mixture was 
extracted with 3 x 40 mL ethyl acetate. The organic liquid 

20 was washed with 10 mL water and 10 mL brine, dried and 
concentrated. The residue was chromatographed on silica 
gel using 100:1 dichlorometheuie /methanol to afford the 
title compound (200 mg, 81%) as a white solid. 
M.p. 85-95**C (amorphous) . 

25 Analysis calculated for C21H19N3O4S • 0.25 H2O: 

Calculated: C, 60.92; H, 4.75; N, 10.15; S, 7.74; 
Found: C, 61.15; H, 4.60; N, 9.89; S, 7.62. 
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Example a 

r 3 , 4 -Dime thvl - 5 - 1 soxazolvl > -4 ' - f 5 --methvl - 2 
oacazolvll 11 . 1 ' -biphenvll ^n^^^l^i^ 

CH3 




5 

A. 2- (4-Bromophenvl) - 5 -methvloxazole 

To 4-broinobenzoyl chloride (4.39 g, 20 inmol) in 40 
mli dichloromethane at 0°C/ propargylamine (I.IO g, 20 mmol) 

10 was added, followed by triethylamine (4.05 g, 40 inmol) . 

The mixture was stirred at room temperature for 40 minutes. 
150 mL ethyl acetate was added and filtered. The filtrate 
was washed with 2 x 40 mL water and 40 mL brine, dried euid 
concentrated to give 4-Bromo-N- {2-propynyl)ben2amide. 4- 

15 Bromo-N- (2-propynyl)benzamide was added into ice cooled 47 
mL concentrated sulfuric acid. The reaction was stirred at 
5-1 0°C for 3 hours and at room temperature overnight. The 
mixture was poured into 500 mL ice water, neutralized with 
sodium carbonate to pH 8 and extracted with 3 x 250 mL 

20 ethyl acetate. The combined organic extracts were washed 
with 200 mL water and 100 mL brine, dried and concentrated 
to afford conpotind A (4.5 g, 95%) as a light yellow solid. 
M.p. 61-63^C. 
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B. N-(3,4-Dimetlxyl-5-i«oxazolyl) -H- ( (2- 
m«thoxyethoxy)m thyl] -4 ' - (5-methyl-2- 
SX&2J2lzUXL«Jul^i2i£bfi2U^^ 

To a solution of compovind B from Exaziple 1 (320 mg, 
5 0.83 mmol) and compoiond A (397 mg, 1.67 mmol) in 7.5 mL of 
toluene and 6 mL of 95% ethanol imder argon, 
tetrakis(triphenylphosphine) palladium (0) (96 mg, 0.083 
mmol) was added, followed by 4.5 mL of 2M aqueous sodium 
carbonate. The reaction mixtxire was heated at 75*0 for 3 
10 hours, cooled and diluted with 50 mL of ethyl acetate. The 
organic liquid was separated and washed with 10 mL water 
and 10 mL brine, dried and concentrated. The residue was 
chromatographed on silica gel using 2:1 Hexane/ethyl 
acetate to afford compound B (298 mg, 72%) as a colorless 
15 gum. 

C . M- (3, 4-Diittethyl-5-isoxazolyl) -4 • - (5- 
aathyl-2-oxazolyl) [1,1' -biphanyl] -2- 
■iilgonamlda _ — 

20 To a solution of compound B (298 mg, 0.60 mmol) in 

10 mL of 95% ethanol, 10 mL of 6N aqueous hydrochloric acid 
was added and reflxixed for 1 ho\ir. The reaction mixture 
was concentrated and the pH of the solution was adjusted to 
8 using sodium bicarbonate solution. It was then acidified 

25 to pH 5 with glacial acetic acid. The mixture was 

extracted with 3 x 40 mL ethyl acetate. The organic liquid 
was washed with 10 mL water and 10 mL brine, dried and 
concentrated. The residue was chromatographed on silica 
gel using 100:1 dichloromethane/methanol to afford the 

30 title coitpoxind (147 mg, 60%) as an off-white solid. 
M.p. gO-lOO'C (amorphous) . 
Analysis calculated for C21H19N3O4S: 
Calculated: C, 61.60; H, 4.68; N, 10.26; S, 7.83; 
Found: C, 61.39; H, 4.11; N, 10.03; S, 7.61. 

35 
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f 3 .4>Dimetlivl-5>i«Q3ga2olvl) -4 ' ( Ig^-pvrazol-l- 
vl W 1 , 1 » -blT^hanvl 1 - 2 - flul f onamida 



5 




A. 1- r4-Br omopheiivl) >lg-Pvrazole 

To epichlorohydrin (4 g, 43.23 mmol) and 4- 
broinophenyl hydrazine hydrochloride (19.32 g, 86.46 inmol) 

10 in 20 itiL 60% ethanol, triethylamine (8.75 g, 12.05 ittmol) 

was added dropwise. The mixture was wanned slowly and then 
refluxed for 1 hour. The solvent was evaporated, eind the 
residue was heated at 170*^0 for 3 0 minutes and at 200°C for 
a further 10 minutes. 150 mL water was added, and the 

15 mixture was extracted with 3 x 200 mL ethyl acetate. The 
combined orgsoiic liquid was washed with 50 mL brine, dried 
and concentrated. The residue was chromatographed on 
silica gel using 40:1 Hexane/ethyl acetate to afford 
compound A (2.92 g, 30%) which was crystallized from hexane 

20 to give yellow needles. 
M.p. 72-74**C. 

B . N- (3^4-Dimethyl-5-isoxazolyl) -N- [ (2- 

aethoKyethoxy) methyl 3 -4 ' - (IH-pyrazol- 
25 1 - vl W 1 , 1 ■ -blphen vl 1 - 2 - aul f onamlde 

To a solution of compound B from Example 1 (320 mg, 
0.83 mmol) and confound A (372 mg, 1.67 mmol) in 7 . 5 mL of 
toluene and 6 mL of 95% ethanol under argon, 
tetrakis (triphenylphosphine)palladium(O) (96 mg, 0.083 
30 mmol) was added, followed by 4.5 mL of 2M aqueous sodium 

carbonate. The reaction mixture was heated at 75**C for 2.5 
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hour, cooled and diluted with 50 itiL of ethyl acetate. The 
organic liquid was separated, washed with 10 mL water and 
10 mL brine, dried and concentrated. The residue was 
chromatographed on silica gel using 2.5:1 Hexane/ethyl 
5 acetate to afford compound B (280 mg, 70%) as a colorless 
gum. 

C. H- (3^4-Dimethyl-5-isoxa2olyl) -4 • - (IH- 
pyrazol-l-yl) [1,1' -blpheayl] -2- 
10 gulfonamide 

To a solution of compound B {280 mg, 0.58 mmol) in 
10 mL of 95% ethanol, 10 mL of 6N aqueous hydrochloric acid 
was added and refluxed for 1 hour. The reaction mixture 
was concentrated and the pH of the solution was adjusted to 

15 8 using sodium bicarbonate solution. It was then acidified 
to pH 5 with glacial acetic acid. The mixture was 
extracted with 3 x 40 mL ethyl acetate. The organic liquid 
was washed with 10 mL water and 10 mL brine, dried and 
concentrated. The residue was chromatographed on silica 

20 gel using 100:0,8 dichloromethane/methanol to afford the 
title compound (161 mg, 70%) as an off-white solid. 
M.p. 88-98**C (amorphous) . 

Analysis calculated for C20HI8N4O3S • 0.12H2O: 
Calculated: C, 60.56; H, 4.64; N, 14.12; S, 8.08; 
25 Found: C, 61.26; H, 4.52; N, 13.96; S, 8.06. 
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fg^ f 3 , 4-Dim«t:livl^5-ifloxazolvll -4 ' - Tl- f f 2- 
methoxvethoxvlmetlivll -lg^imldazol-2-vl1 Tl. 1' - 
blnlieiivll >-2->aiilf onamide 

5 




A. 2 - (4-Byomoplienvl) -IH-Imidazole 

To 4-Bromoben2aldehyde (9.25 g, 50 mmol) and glyoxal 
10 (40% wt, aqueous solution, 11.6 mL, 80 mmol) in 20 mL 

methanol, 60 mL 3 0% aqueous ammonium hydroxide was added 
dropwise. The mixture was stirred at room temperature 
overnight. The solvent was evaporated under vacuum. The 
residue was made slightly alkaline by the addition of 
15 aqueous sodium hydroxide, and extracted with 3 x 300 mL 
ethyl acetate. The combined organic extracts were dried 
and concentrated. The residue was dissolved in 100 mL 
methanol and filtered. The filtrate was concentrated and 
the residue was triturated with 20 mL ethyl ether to give 
20 compound A as a brown solid as (1.8 g, 16%). 

B . 2<* (4-Bromophenyl) -1- [ (2-metlioxy- 
ethoxv^mathvll -IH- imidazole 

To compound A (400 itig, 1.79 mmol) in 18 mL 
25 tetrahydrof uran , sodixim hydride (60% in mineral oil, 86 mg, 
2.15 mmol) was added. The mixture was stirred at room 
temperature for 10 minutes, Methoxyethoxyraethyl chloride 
(335 mg, 2.59 mmol) was added dropwise. The reaction was 
stirred at room temperature for 2 hours, and concentrated. 
30 100 mL ethyl acetate was added and the organic liquid was 
washed with 20 mL water and 10 mL brine, dried and 
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concentrated. The residue was chromatographed on silica gel 
using 100:400:1 Hexane/ethyl acetate/ trie thy lamine to 
afford compound B (390 rag, 70%) . 

5 C. N-(3,4-Dimethyl-5-lsoxazolyl)-N-I<2- 
methoxyethoxy ) m thyl ]-4«-tl-C(2- 
methoxyethoxy) methyl] -lH-imidazol-2- 
vll ri. 1 ' -hiphenvl l -2-Bulf cnamlde 

To a solution of compound B from Exan^le 1 (722 mg, 
10 1.88 mmol) and con^jound B above (390 mg, 1.25 mmol) in 
11.25 mL of toluene and 9 mL of 95% ethanol under argon, 
tetrakis(triphenylphosphine)palladium(0) (145 mg, 0.125 
mmol) was added, followed by 6.75 mL of 2M aqueous sodium 
carbonate. The reaction mixture was heated at 75*0 for 3 
15 hours, cooled and diluted with 75 mL of ethyl acetate. The 
organic liquid was separated, washed with 15 mL water and 
15 mL brine, dried and concentrated. The residue was 
chromatographed on silica gel using 100:0.2 ethyl 
acetate/ triethy lamine to afford compound C (400 mg, 56%) as 
20 a colorless gum. 

» . H- ( 3 r 4-Dimethyl-5-l80xazolyl ) -4 ' - [1- 

[ (2-methoxyethoxy)methylI -IH-imldazol- 
a-trii ri.i ' -blnhenvn -2-aulf Qnftmid» 

25 To a solution of compound C (400 mg, 0.70 mmol) in 

12 mL of 95% ethanol, 12 mL of 6N aqueous hydrochloric acid 
was added and refluxed for 1 hour. The reaction mixture 
was concentrated and the pH of the solution was adjusted to 
8 using sodium bicarbonate solution. It was then acidified 

30 to pH 5 with glacial acetic acid. 200 mL ethyl acetate was 
added, and the organic liquid was washed with 20 mL water 
and 20 mL brine, dried and concentrated. The residue was 
chromatographed on silica gel using 100:4:0.2 
dichloromethane/methanol/ammonium hydroxide to afford the 

35 title corapoimd (210 mg, 62%) , which was crystallized from 
ethyl acetate /Hexane to provide vrtiite crystals. 
M.p. 81-84«'C. 
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Analysis calculated for C24H26N4O5S • 0.24 H2O: 
Calculated: C, 59.20; H, 5.48; N, 11.51; S, 6.58; 
Found: C, 59.25; 5.42; N, 11.46; S, 6.39. 

5 B»flinp3e 3.1 

hiphenvll onamlde 



10 




A. N- (3,4-Dlinethyl-*5-isoxazolyl) -4 ' - [1- 

C ( 2 -hydroxyethoxy) methyl] -IH-imldazol- 
2 -vl 1 ri . 1 ' -biphanvl 1 > 2 - aul f onamlde 

15 To the title compound of Example 10 (120 mg, 0.25 

mmol ) in 2 . 5 mL dichl or ome thane at O^C , boron tr ibromide 
(IM solution in dichloromethane, 0.37 mL, 0.37 mmol) was 
added dropwise. The reaction mixture was stirred at 0-3®C 
for 45 minutes. 5 mL saturated aqueous sodium bicarbonate 

20 was added and stirred for 10 minutes. The mixture was then 
acidified to pH 5 with glacial acetic acid and extracted 
with 3 X 40 ml 100:5 dichloromethcuie/methanol . The 
combined organic extracts were dried and concentrated. The 
residue was purified by preparative HPLC on a 30 x 500 mm 

25 ODS SIO column using 62% solvent A (10% methanol, 90% 

water, 0.1% trif luoroacetic acid) and 38% solvent B (90% 
methanol, 10% water, 0.1% tetrahydrofuran) to provide the 
title compound (80 mg, 69%) as a white solid. 
M.p. 93-103^C. 
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Analysis calculated for C23H24N4O5S • 0.75 H2O: 
Calculated: C, 57.31; H, 5.33; n, 11.62; S. 6.65- 
Found: C, 57.61; H, 5.04; N, 11.33; S, 6.55. 



15 



20 




10 ^ c»( 



A. 



2 " ( 4 -Bromophenyl ) - 1 -aethyl - IH- 



To con^Jound A from Exainple 10 (700 mg, 3.14 mrool) in 
7.8 mL tetrahydrofuran and 7.8 mL dimethylformamide, sodium 
hydride (60% in mineral oil, 151 mg, 3.77 mmol) was added. 
The mixture was stirred at room temperature for 10 minutes 
lodome thane (891 mg, 6.28 mmol) was added dropwise. The 
reaction mixture was stirred at room temperature for 1 
hour, and concentrated. 100 mL ethyl acetate was added and 
the organic liquid was washed with 20 mL water and 20 mL 
brine, dried and concentrated. The residue was 
chromatographed on silica gel using 100:1:0.1 

dichloromethane/methanol/ammonium hydroxide to afford 
25 con^und A (500 mg, 67%) . 
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B . (3, 4*Dimet:hyl-5-lBoxazolyX) -N- [ (2- 

iaet:lioxyet:lioxy>m thyl] -4 • - (1-metliyl-lH- 
Imidazol - 2 -y 1 ) [ 1 , 1 " -bipheny 1 ] - 2 - 
aulf onanlde 

5 To a solution of conipound B from Example 1 (320 mg, 

0.83 mmol) and compound A (395 mg, 1*67 mmol) in 7.5 mL of 
toluene and 6 inL of 95% ethanol under argon, 
tetrakis (triphenylphosphine) palladium (0) {96 mg, 0.083 
mmol) was added, followed by 4.5 mL of 2M aqueous sodium 

10 carbonate. The reaction mixture was heated at 75®C for 3 

hours, cooled and diluted with 50 mL of ethyl acetate. The 
orgcinic liquid was separated and washed with 10 mL water 
and 10 mL brine, dried and concentrated. The residue was 
chromatographed on silica gel using 100:1.5:0.1 

15 dichloromethane/methanol /ammonium bicarbonate to afford 
compoxind A (254 mg, 61%) as a colorless gum. 

C* N- (3,4-Dimethyl-5*-l80xazolyl) -4 • - (1- 
metliyl-lH-lialdazol-2-yl) [1,1*- 
20 blplianvll --2-gttlf onamlde. litliimn Sftl^ 

To a solution of compound B (250 mg, 0-50 mmol) in 9 
mL of 95% ethanol, 9 mL of 6N aqueous hydrochloric acid was 
added cuid refluxed for 1 hour. The reaction mixture was 
concentrated and the pH of the solution was adjusted to 8 

25 using sodiiom bicarbonate solution. It was then acidified 
to pH 5 with glacial acetic acid. The mixture was 
extracted with 200 mL ethyl acetate cind the organic layer 
was washed with 20 mL water and 20 mL brine, dried and 
concentrated. The residue was chromatographed on silica 

30 gel using 100:6:0^3 dichloromethane/methanol /ammonium 

bicarbonate to afford (3 , 4-Dimethyl-5-isoxazolyl) -4 ' - (1- 
methyl-lH-imidazol-2-1) [1,1* -biphenyl] -2-sulf onamide (189 
mg, 92%), which was dissolved in IN lithixam hydroxide, 
added on to a HP-20 column and eluted with water and then 

35 10:3 water /methanol to provide the title coii5>ound as a 
white solid. 
M.p. >200*'C dec- 
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Analysis calculated for C2lHi9N403SLi • 2.75H20: 
Calculated: C, 54.37; H, 5.32; N, 12.08; S, 6.91; 
Found: C, 54.58; H, 5.05; N, 11.87; S, 6.80. 

5 gxMipla 13 

M- f 3.4-Dlmetiivl-5- lgoxa8Q3.Y;t) -4 ' - Cty-imidftZPl-a- 
vi W 1 . 1 ' -b iphaitvl 1 - 2 - Bttlf cnamide . — XlthittB ff^^rt 




10 

A. 2- (4-Broinophenyl) -lH-imidazole-1- 
carboxylic acid, 1, 1-dimethylothyl 

SM^StX. . — 

To compound A from Example 10 (446 mg, 2 iranol) in 20 
15 mL acetonitrile, di-t-butyl dicarbonate (524 mg. 2.4 mmol) 
and 4-diinethylaitiinopyridine (24.4 mg, 0.2 mmol) were added. 
The reaction mixture was stirred at room tenperature 
overnight and concentrated. The residue was 
chromatographed on silica gel using 6:1 hexane/ethyl 
20 acetate to afford corapo\md A (500 mg, 77%) as a light 
yellow oil. 

B . 4 • - 11- t ( 1, 1-Dimothylethoxy) carbonyl] - 
lH-imidaxol-2-yl]-M- (3,4-Dliiiet;hyl-5- 

25 Isoxazolyl ) -N- ( ( 2-iiiothoxyethoacy) - 

natehvll n . 1 ' -blphenvn -2-g\ilf onftwid^ 

To a solution of compound B from Example 1 (496 mg, 
1.29 mmol) and compound A (500 mg, 1.55 mmol) in 11.25 mL 
of toluene and 9 mL of 95% ethanol under argon, 
30 tetrakis(triphenylphosphine) palladium (0) (149 mg, 0,129 
mmol) was added, followed by 6.75 mL of 2M aqueous sodium 
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carbonate. The reaction mixture was heated at 75**C for 3 
hours, cooled and diluted with 75 mL of ethyl acetate. The 
organic liquid was separated and washed with 15 mL water 
and 15 mL brine, dried and concentrated. The residue was 
5 chromatographed on silica gel using 40:60:0.2 hexane/ethyl 
acetate/ trie thylamine to afford compound B (380 mg, 51%) as 
a colorless gum. 

C • N- (3, 4-Dimethyl-5-i80xazolyl) --4 • - (IH- 

10 imidazol-2-yl) t 1^ 1 • -biphonyl] -2- 

P^lfonamida, lithium aalt: 

To a solution of compound B (380 mg, 0.65 mmol) in 
12 mL of 95% ethanol, 12 mL of 6N aqueous hydrochloric acid 
was added and refluxed for 1 hour and 45 minutes. The 

15 reaction mixture was concentrated and the pH of the 
solution was adjusted to 8 using sodium bicarbonate 
solution. It was then acidified to pH 5 with glacial 
acetic acid, extracted with 3 x 80 mL 100:5 
dichloromethane/methauiol . The organic extracts were dried 

20 and concentrated. The residue was dissolved in IN lithivim 
hydroxide and chromatographed on HP- 20 column eluted with 
water and then 10:2 water /methanol to provide the title 
compound as a white solid (180 mg, 69%) . 
M.p, >220'*C dec. 

25 Analysis calculated for C20Hl7N4O3SLi • 2.06H2O: 
Calculated: C, 54.91; H, 4.87; N, 12.81; S, 7.33; 
Fo\md: C, 54.99; H, 4.78; N, 12.73; S, 6.95. 
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Example 14 

K-f3.4.Dl inat:hvl.5-laQxagelvH-4'-(5-»ethYl-4- 

9a^»»«Qivi wi . 1 ' -blphenvn - 2-Bttlf onania^ 




X. A - f 4-Bromoplienv l> -5-met:^vloxazole 

To 4 ' -Bromopropiophenone (3.52 g, 16.5 inmol) and 
formamide (10.81 g. 240 xnmol) at 50*C, bromine (2.40 g, 15 

10 nimol) was added dropwise over 10 minutes. The reaction 
mixture was heated from 50*'C to 130°C over 20 minutes and 
then heated at 130*C for 4 hours. After cooling, 150 mL 
ethyl acetate was added and the liquid was washed with 2 x 
20 mL water and 20 mL brine, dried and concentrated. The 

15 residue was chroma tographed on silica gel using 40:1 

Hexane/ethyl acetate to afford compound A (1.59 g, 45%). 

B. N- (3,4-Dillletllyl-5-i80xaaolyl)-N-[(2- 
methoxyethoxy)mothyl] -4 ' - (5-iiiatbyl-4- 
20 zel vl > ri . 1 ■ .biphenvl 1 - 2 - gttl f onami4» 

To a solution of conqpoxind B from Exanple 1 (384 rog, 
1.0 mmol) and compound A (408 mg, 1.7 mmol) in 9 mL of 
toluene and 7.2 mL of 95% ethanol under argon, 
tetrakis(triphenylphosphine)palladium(0) (116 mg, 0.10 

25 mmol) was added, followed by 5.4 mL of 2M aqueous sodium 
carbonate. The reaction mixture was heated at 75*0 for 3 
hours, cooled and diluted with 60 mL of ethyl acetate. The 
organic liquid was separated and washed with 15 mL water 
and 15 mL brine, dried and concentrated. The residue was 

30 chromatographed on silica gel using 2.5:1 Hexane/ethyl 
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acetate to afford coir^oimd B (317 mg, 64%) as a colorless 
gum. 

C . ( 3 , 4-Di]De^hyl-5-i80xazolyl) -4 • - (5- 
5 inethyl-4-oxazolyl} II, 1 • -biphenyl] -2- 
Bulf onamid^ 

To a solution of compound B (300 mg, 0.60 mmol) in 
10 mL of 95% ethanol, 10 raL of 6N aqueous hydrochloric acid 
was added and refluxed for 1 hour. The reaction mixture 

10 was concentrated and the pH of the solution was adjusted to 
8 using sodium bicarbonate solution. It was then acidified 
to pH 5 with glacial acetic acid. The mixture was 
extracted with 3 x 40 mL ethyl acetate and the organic 
extracts were washed with 10 mL water and 10 mL brine, 

15 dried and concentrated. The residue was purified by 

preparative HPLC on a 30 x 500 mm ODS SIO column using 30% 
solvent A (10% methanol, 90% water, 0.1% trifluoroacetic 
acid) and 70% solvent B (90% methanol, 10% water, 0.1% 
tetrahydrofuran) to provide the title compound (150 mg, 

20 61%) as a white solid. 

M.p. 86-96**C (amorphous) . 

Analysis calculated for C21H19N3O4S • O.I6H2O: 
Calculated: C, 61.17; H, 4.72; N, 10.19; S, 7.77; 
Found: C, 61.20; H, 4.35; N, 10.16; S, 7.58. 

25 
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Exampl IS. 

M-{3. A-Dlmethvl-S -ifloxazolvH -4'- f IH-imidazol-l- 
vlmethvl^ r 1 . 1 ' -blphenvn -2-sttlf onamide 

N 

N ^ 



O P N 

O CH3 

A. H- (3^4-Dimetliyl-5-isoxazolyl) -2- 
bromo-benzeneflul f onamide 

To a solution of 3.0 g (11.74 mmol) of 
10 2-bromobenzenesulf onyl chloride in 10 mL of pyridine was 
added 1.32 g (11.74 mmol) of 3 , 4-dimethyl-5-isoxazolamine. 
The mixture was stirred at room teirperature under argon 
overnight, added to 150 mL of ice water and filtered. The 
filtrate was acidified to pH 2 using 6N aqueous 
15 hydrochloric acid and the grey solid was filtered and 

dried. The solid was crystallized from methanol /water to 
afford 4.0 g (>100%) of compoxind A as tan crystalline 
needles (m.p. 125 - 126^C; Rf = 0.51 (10% 

methanol /dichlorome thane) ) . 

20 

B . 2-Bromo-N- (3, 4-dimethyl-5-iscxa- 
zolyl ) -N • - (mothoxyothoxymethyl ) - 
b^nzeneaulf onamide _ 

To a solution of 1.1 g (3.33 mmol) of compound A in 
25 15 mL of THF at room temperature under argon was added 0.19 
g (4.8 mmol) of sodium hydride (60% suspension in mineral 
oil) in portions, and the solution was stirred at room 
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temperature for 10 minutes. Methoxyethoxymethyl chloride 
(0.55 g, 4.4 mmol) was then added and the solution was 
stirred overnight. The mixture was concentrated and 
diluted with 30 mL of water, and extracted with 40 mL of 
5 ethyl acetate. The combined organic extracts were washed 
with 50 mL of brine, dried and evaporated to provide 1.2 g 
(87%) of compound B as a brown gum. 



10 



15 



30 



C N- (3,4-Dimethyl-5-i8oxazolyl) -N- [ (2- 
methoxyethoxy) methyl] -4 • -methyl £1, 1 • - 
blphenv ll -2 -sulfonamide 



To a solution of compoiind B, 4-methylben2eneboronic 
acid (4.76 g, 35 mmol) in 250 mL of toluene and 200 mL of 
95% ethanol under argon, 

tetrakis (triphenylphosphine)palladium(O) (2.43 g, 2.1 mmol) 
was added, followed by 150 mL of 2M aqueous sodiiam 
carbonate. The reaction mixture was heated at 80®C for 2.5 
hours, cooled and diluted with 300 mL of ethyl acetate. 
The organic liquid was separated and washed with 200 mL 
20 water and 200 ml of brine, dried and concentrated. The 
residue was chroma tographed on silica gel using 5:1 
hexane/ethyl acetate to afford compound C (9.0 g, 60%) as a 
colorless gum. 

Rf = 0.74, silica gel, 1:1 Hexane/ethyl acetate. 

25 

D. 4 • - (Bromomethyl) -N- (3, 4-dimethyl-5- 

isoxazolyl) -N- t ( 2 -methoxyethoxy ) - 
methvn n, 1 ' -blphanvn ■> 2>fliilfQnaiiildii 

To compound C (7.7 g, 17.89 mmol) in 180 mL carbon 
tetrachloride, n-bromosuccinimide (4.14 g, 23.25 mmol) and 
benzoyl peroxide (385 mg, 1.59 mmol) were added. The 
reaction was refluxed for 1.5 hours. After cooling, the 
reaction mixture was diluted with 200 mL dichloromethame, 
washed with 2 x 100 mL water and 100 mL brine, dried and 
35 concentrated. The residue was chroma tographed on silica 
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gel eluting with 4:1 hqxane/ethyl acetate to provide 

conqpoiind D (3.64 g, 40%) as a colorless gum. 

Rf = 0.38, silica gel, 2:1 Hexane/ethyl acetate. 



5 E. N- (3,4-Dlmethyl-5-l8oxazolyl) -4' - (IB*- 
ialdazol-1-ylm thyl) -N- [ (2-matlioxy- 
ethoxy) -methyl] 11,1* -blphenyl] -2- 
BUlfpT^WBide 

To compound D (400 mg, 0.79 tnmol) and imidazole (133 
10 mg, 1.95 ramol) potassitun carbonate (K2CO3) (326 mg, 2.36 

mmol) was added. The reaction was stirred at room 
temperature for 10 hours and then at 50**C for 1 hour. The 
mixture was diluted with 50 mL ethyl acetate, washed with 
10 mL water and 10 mL brine, dried and concentrated. The 
15 residue was chromatographed on silica gel using 100:1.5 

dichloromethane/methanol to afford compoxind E (220 mg, 56%) 
as a colorless gum. 

Rf = 0.52, silica gel, 10:1 trichloromethane/methanol . 

20 F. M- {3^4-Dimethyl-5-isoxazolyl) -4" - (IH- 
lmidazol-1-ylmethyl) [1, 1 • -biphenyl] -2- 
fftt3,gQnftlfti<^^ — — — 

To a solution of coirpound E (220 mg, 0.44 mmol) in 6 
mL of 95% ethanol, 6 mL of 6N aqueous HCl was added. The 

25 reaction was refluxed for 2 hours, cooled and concentrated. 
The reaction mixture was neutralized with saturated aqueous 
sodium bicarbonate (NaHCOa) , and then acidified to pH <5 
with acetic acid. Filtration of the mixture provided a 
white solid (91 mg, 50%) which was dissolved in IN HCl and 

30 concentrated \inder vacuum to give the hydrochloride salt of 
the title compound as a white solid (m.p. 150°C dec.) 
Rf = 0.27, silica gel, 10:1 dichloromethane/methanol. 
Analysis calculated for C21H20N4O3S 
1.1 H2O • 0.8 HCl: 

35 Calculated: C, 55.02; H, 5.28; N, 12.22; S, 6.99; CI, 6.19. 
Found: C, 54.67; H, 4.88; N, 11.97; S, 6.93; CI, 6.30. 
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Exampla Ifi 
W- ( 3 , 4 -Dlin«thvl-5-i«Q« azolvl 1 -A ■ - f 3- 



5 




10 



15 



A . ^-Bromo-M-hydroxybonzonocarboximidoyl 
bromlda 

To a 0.5M solution of hydrochloric acid in 
dimethylformamide, 8.5g (42.5 mmol) of 4-Bromobenzaldehyde 
oxime was added and cooled to 5*C. 13g of oxone was then 
added in portions. The mixture was slowly wanned to room 
temperature and stirred for 8 hours. The reaction mixture 
was poured into 300 mL of cold water and extracted with 2 x 
150 mL of ether. The combined organic extracts were washed 
once with 150 mL of 0 . 5N aqueous hydrochloric acid and 
brine (150 mL) , dried and evaporated to provide 7.9g (79%) 
of corapoxmd A. 

B. 5- (Acotyloxy) -3- (4-broioophonyl) -4, 5- 
dihvdr-olaoxagol «* 

A mixtxire of 4.0g (17.06 mmol) of compound A, 7.34g 
(85.3 ramol) of vinyl acetate and 1.9g (18.76 mmol) of 
25 triethylamine in 50 mL of toluene was stirred at 75°c for 2 
hours. The mixture was cooled and added to 150 mL of 
water. The organic layer was separated and the aqueous 
layer was extracted with 2 x 50 mL of ethyl acetate. The 
combined organic extracts were washed once with 100 mL of 
brine, dried and evaporated. The residue was crystallized 



20 



30 
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from Hexanes /ethyl acetate to afford 3.6g (74%) of compound 
B as a white solid. 

c. 3 - < 4-Br9ffppfr»nYl ) iffQKftSpX^ 

5 To a solution of 3.0g (10.56 mmol) of compound B in 

100 mL of absolute ethanol, 5 mL of 6N aqueous hydrochloric 
acid was added and the solution was refluxed for 3 hours. 
The mixture was concentrated to about 10 mL and the 
solution was neutralized using aqueous sodium bicarbonate. 

10 The resulting mixture was extracted with 2 x 50 mL of 

ether. The combined organic extracts were washed once with 
100 mL of brine, dried and evaporated. The residue was 
chromatographed on lOOg of silica gel using Hexanes/ethyl 
acetate 9:1 to afford 1.6g (68%) of compound C as a white 

IS solid. 

D. N-(3,4-Dimethyl-5-i80xazolyl) -H- I (2- 
]iiet:hoxyethoxy) methyl] -4 ■ - (3-l8oxa- 
zolvl^ ri, 1 « -blphenvll -2 ->attlf onamide 

20 To a solution of 0.45g (1-17 mmol) of conpound B 

from Example 1 and 0.058g (0.05 mmol) of 
tetrakis (triphenylphosphine) palladium (0) in 20 mL of 
toluene under argon, 12 mL of 2M aqueous sodium carbonate 
was added followed by 0.315g (1.4 mmol) of compound C in 12 

25 mL of 95% ethanol . The mixture was refluxed for 2 hours, 
diluted with 100 mL of water and extracted with 3 x 50 mL 
of ethyl acetate. The combined organic extracts were 
washed once with 100 mL of brine, dried and evaporated. The 
residue was chromatographed on 50g of silica gel using 

30 Hexanes/ethyl acetate 2:1 to afford 0.27g (56%) of compound 
D as a colorless gum. 
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B. N- (3,4-Dlmethyl-5-l8oxazolyl) -4 * - 

O-isoxazolyl) [l,l*-blph nyl]-2- 

To a solution of 0.26g (0,54 iiiinol) of conpound D in 
5 10 mL of 95% ethanol, 10 mL of 6N aqueous hydrochloric acid 
was added and refluxed for 1 hour. The mixture was then 
concentrated, diluted with 50 mL of water and extracted 
with 3 X 25 mL of ethyl acetate. The combined organic 
extracts were washed once with water, dried and evaporated 

10 (0.21g). This material was purified by reverse phase 

preparative HPLC on a 30 x 500 mm ODS SIO column using 67% 
solvent B (90% methanol, 10% water, 0.1% trifluoroacetic 
acid) and 33% solvent A (10% methanol, 90% water, 0.1% 
trifluoroacetic acid) . The appropriate fractions were 

15 collected, neutralized with aqueous sodiiim bicarbonate to 
pH 7 and concentrated to 10 mL. The solution was then 
acidified to pH 4 using glacial acetic acid and the white 
solid was filtered and dried to provide 0.13g (61%) of the 
title compound. 
20 M.p. 85-90*C. 

Analysis Calculated for C20H17N3O4S. 0.26 H2O: 
Calculated: C,60.04; H,4.41; N,10.50; S,8.01; 
Found : C,60.04; H,4.30; N,10.50; S,8.15. 



25 



30 



W- (3 > 4-Piiaethvl-5~lB03cazolvl^ -4 ■ - f 2~oxazQlvl. 
n^thvl ) r 1 . 1 ■ -biPhenvl 1 -2 -anlf onamia^ 
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A. 4 -Bromobenzene acetamide 

To a solution of 6g (27.9 mmol) of 4- 
bromopheny lace tic acid in 200 mL of dichloromethane under 
5 argon, 14 mL of 2M solution of oxalyl chloride in 
dichloromethane was added. Then four drops of 
dimethyl formamide was added and the mixture was stirred at 
room temperature for 1 hour. The solution was evaporated 
and dried in vacuo. The residue was dissolved in 150 mL of 
10 methanol, cuid 30 mL of 28% aqueous ammonium hydroxide was 
added to the mixture. The solution was stirred at room 
temperature overnight and then diluted with 150 mL of 
water. The resulting white solid was filtered, washed with 
water and dried to afford 5.1g (85%) of compoxind A. 

15 

B. 2 - r ( 4-Bromephenvl)met:hvn oxazole 

A mixture of compound A (2g, 9.34 mmol) and vinylene 
carbonate (0.9g, 10.45 mmol) in 6g of polyphosphoric acid 
was heated at 170**C for 3 hours. The residue was added to 

20 100 mL of water and extracted with 2 x 100 mL of ethyl 
acetate. The combined orgeuiic extracts were washed once 
with water, dried and evaporated. The residue was 
chromatographed on 200 mL of silica gel using Hexanes/ethyl 
acetate 2:1 to provide 1.12g (50%) of compound C as a white 

25 solid. 

H-(3^4-Dlmethyl-5-isoxazolyl)-N- [ (2- 
me thoxyethoxy) methyl] -4 • - (2-oxazolyl- 
mathvH 1' -biphenvll onamig^ 

30 To a solution of 0.6g (1.56 mmol) of compoiind B from 

Exanple 1 and 0.092g (0.08 mmol) of 

tetrakis (tripheny Iphosphine) palladium (0) in 30 mL of 
toluene under argon, 15 mL of 2M aqueous sodiiam carbonate 
was added followed by 0.45g (1.87 mmol) of compovmd B above 
35 in 15 mL of 95% ethanol. The mixture was refluxed for 2 
hours, diluted with 100 mL of water and extracted with 3 x 
50 mL of ethyl acetate. The combined organic extracts were 
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washed once with 100 mL of brine, dried and evaporated. 
The residue was chromatographed on 200 mL of silica gel 
using Hexanes/ethyl acetate 2:1 to afford 0.72g (93%) of 
coinpound C as a colorless gum. 

5 

D. N- (3, 4-Diinethyl-5-i80xazolyl) -4 • - 

( 2 -oxazolylme thyl ) £ 1 , 1 • -biphenyl 1 - 2 • 
sulfonamide 

To a solution of 0.7g (1.41 ininol) of compound C in 
10 15 mL of 95% ethanol, 15 mL of 6N aqueous hydrochloric acid 
was added and refluxed for 1 hour. The mixture was then 
concentrated, diluted with 250 mL of water and extracted 
with 3 X 50 mL of ethyl acetate. The combined organic 
extracts were washed once with water, dried and evaporated 
15 to provide 0.41g of a colorless gum. The residue was 

purified by reverse phase preparative HPLC on a 30 x 500 ram 
ODS SIO column using 67% solvent B (90% methanol, 10% 
water, 0.1% trif luoroacetic acid) and 23% solvent A {10% 
methanol, 90% water, 0.1% trif luoroacetic acid). The 
appropriate fractions were collected and neutralized with 
aqueous sodium bicarbonate to pH 7 and concentrated to 10 
mL. The solution was then acidified to pH 4 using dilute 
hydrochloric acid and the resulting white solid was 
filtered and dried to provide 0.098g (17%) of the title 
25 compound . 

M.p. 65-70^C. 

1h NMR (CDCI3): 5 1.80 (s,3H), 2.11 (s, 3H) , 4.16 (s,2H), 
7.04 (s, IH), 7.27 - 8.02 (m, lOH) . 

13c NMR (CDCI3): 5 6.99, 11.20, 34.67, 108.10, 127.54, 
128.32, 128.92, 129.47, 130.82, 133.15, 133.44, 135.95, 
137.91, 138.51, 139.37, 141.25, 154.69, 162.27, 163.42. 



20 
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M-f3.4-Dliiiatlivl-5-isoxazolvl>-4 (5- 
laoxazolvH f 1 . 1 ' -blphenvl 1 -2 - sulfonamide 



5 




A. 1- (4-Bromoplienyl) -3- (diBethylamlno) -2 - 
prepen-l-one 

A solution of 7.0g (35.2 mmol) of 4- 
10 bromoacetophenone in 7 irtL of N.N-dimethylformamide diethyl 
acetal was refluxed for 20 hours. The solution was then 
diluted with 100 mL ether and cooled to O'C. The yellow 
crystalline solid was filtered and dried to provide 
compound A (6.85g, 77%). 

15 

B. S- < A-Bromophanvll iaoxazole 

To a solution of 6.2g (24.4 mmol) of compound A in 
70 mL of methanol at O^C was added a solution of 3.31g 
(29.27 mmol) of hydroxylamine-O-sulfonic acid in 20 mL of 

20 methcuaol over a period of 3 minutes. After stirring at 
room temperature for 1 ho\ir, the reaction mixture was 
poured into a mixture of cold saturated sodium bicarbonate 
solution (200 mL) and ice-water (200 mL) . The resulting 
mixture deposited 5.1g of a light yellow solid. 

25 Recrystallization of this material in Hexane/ethyl acetate 
then provided 3.12g (57%) of compound B as am off-white 
solid. 
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C . N- (3, 4-Dimetliyl-5-isoxazolyl) -N- t (2- 
nethoxy tlioxy)ia thyl]-4*-(5- 
isoxazolyl) Il^l' -blphenyl] -2- 
Sttlfonamld 

5 To a solution of 0.56g (1.46 inmol) of confound 1 

from Example 1 and O.OSlg (0.07 mmol) of 
tetrakis(triphenylphosphine) palladium (0) in 25 mL of 
toluene under argon, 15 mL of 2M aqueous sodixam carbonate 
was added followed by 0.49g (2.18 mmol) of compound B in 15 
10 mL of 95% ethanol. The mixture was refluxed for 2 hours, 
diluted with 100 mL of water and extracted with 3 x 50 mL 
of ethyl acetate. The combined organic extracts were 
washed once with 100 mL of brine, dried and evaporated. 
The residue was chroma tographed on 50g of silica gel using 
Hexanes/ethyl acetate 2:1 to afford 0.26g (37%) of compound 
C as a colorless gxam. 



15 



D. N- (3, 4-Dlmetliyl-5-l80xazolyl) -4 • - (5- 
isoxazolyl) [1, 1 ' -biphanyl] -2- 
20 gulfonamlila 

To a solution of 0,25g (0.52 mmol) of compoxind C in 
lb mL of 95% ethanol, 10 mL of 6N aqueous hydrochloric acid 
was added and refluxed for 1 hour. The mixture was then 
concentrated, diluted with 100 mL of water and extracted 
25 with 3 X 50 mL of ethyl acetate. The combined organic 

extracts were washed once with water, dried and evaporated 
(0.21g) , This material was purified by reverse phase 
preparative HPLC on a 30 x 500 mm ODS SIO column using 69% 
solvent B (90% methanol, 10% water, 0.1% trif luoroacetic 
acid) and 31% solvent A (10% methanol, 90% water, 0.1% 
trifluroacetic acid) . The appropriate fractions were 
collected and neutralized with aqueous sodium bicarbonate 
to pH 7 and concentrated to 10 xnL, The solution was 
acidified to pH 4 using glacial acetic acid and the white 
solid was filtered and dried to provide O.llg (53%) of the 
title compound. 
M.p. 85-90°C. 



30 



35 
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Analysis Calculated for C20H17N3O4S. 0,27 H2O; 
Calculated: C, 60.02; H,4.42; N,10.50; S,8.01; 
Found: C, 60.16; H,4.24; N, 10.36; S,8.17. 

Example 19 



HO 




10 



W- f 3 .4-Diinethvl-5-isoxazolvl) - 2 ' -hvdroxv-4 ' - (2 
oxazolvl) ri .l'-biphenvll -2 -sulfonamide 



A. 4 -Broino- 3 - hvdroxvbenzoie asifl 

Bromine (58 g, 19 mL, 0.36 mol) in acetic acid (50 
mL) was slowly added over 2 hours to a solution of 3- 

15 hydro3Q^nzoic acid (50 g, 0.36 mol) in acetic acid (145 
mL) with stirring at IS'C, After stirring at IS^C for an 
additional hour and then at ambient temperature for 17 
hours, the solid formed was filtered and rinsed with acetic 
acid (20 mL) . Drying by pulling air through the filter 

20 pack for 4 hours afforded 23.5 g (30%) of contpotmd A. 

B . 4-Broao-3-lqrdroxybenzoie acid, methyl 

^Bt^ff 

Sulfuric acid (concentrated, 9.4 mL) was added to a 
25 solution of con^jound A (23.5 g, 0.11 mol) in methanol (350 
mL) . After refluxing for 19 hours, the reaction was 
allowed to cool to room temperatxire suad the pH was brought 
to about 4 with satxirated sodium bicarbonate. After 
evaporating the methanol, the remaining solution was 
30 transferred to a separatory funnel. Extraction with ether 
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(2 X 200 mL) , washing the combined organic layers with 
brine (50 mL) , and drying over magnesium sulfate afforded 
25 g of crude product after evaporation of the solvent. 
Recrystallization from ether/hexane afforded 13.3 g (53%) 
5 of compound B. 

C* 4-Brosio--3-metho3cybenzoic acid, methyl 
est^r ^ 

Dimethyl sulfate (6.4 mL, 67 mmol) and potassium 
10 carbonate (10 g) were added to a solution of coirpound B 

(13.3 g, 57 mmol) in acetone (86 mL) . After refluxing for 
19 hours, the reaction was cooled, the precipitate filtered 
off and the filtrate evaporated in vacuo to afford 14.7 g 
of crude product. Flash chromatography (silica, 50 mm 
15 diameter, 10% ethyl acetate/ hexane) afforded 13.9 g of 
con^>oi2nd C (100%) . 

4 -Bromo- 3 -methoxvbenzei c aetd 

Potassium hydroxide (2N, 120 mL, 240 mmol) was added 
20 to a solution of compound C (19 g, 79 mmol) in methanol 
(670 mL) . After stirring at ambient temperature for 5.5 
hours, water (100 mL) was added and the methanol removed in 
vacuo. The remaining solution was extracted with methylene 
chloride and then acidified with 6N hydrochloric acid to pH 
25 1.5. Extraction with methylene chloride (1 x 500 mL and 2 
x 200 mL) afforded 17 g (93%) of con?>ound D after 
evaporation of the solvent. 

4-PrQnio-3-methoxvben2amlA^ 

30 A solution of compound D (17 g, 73 mmol) and 

dimethylforxnamide (0.3 mL) in thionyl chloride (18 mL, 3.5 
mol) was heated at 60**C for 2 hours. After evaporating the 
reaction in vacuo and azeotroping with toluene (twice), 
the residue was dissolved in tetrohydrofuran (30 mL) and 

35 added slowly to a vigorously stirring concentrated ammonium 
hydroxide solution (95 mL) . The precipitate was filtered. 
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washed with water and dried in a vacuum desiccator 
overnight to afford 17 g (100%) of compound E. 

F. 2" (4-Bromo-3-methoxvt>h nvDoxazole 

5 Polyphosphoric acid (18 g) was added to compound E 

(8.5 g, 37 mmol) and the mixture was heated and stirred 
until it was homogeneous. Vinylene carbonate (3.2 g, 2.4 
mL, 37 mmol) was added and the reaction mixture was stirred 
at 160°C for 2 hours during which time the reaction mixture 

10 evolved gas and turned black and gummy. After cooling, 
water and ether were added, mixed and decanted (three 
times) . The decanted layers were filtered through Celite® 
and the filtrate transferred to a separatory funnel. The 
orgcinic layer was washed with water (10 mL) and IN sodium 

15 hydroxide (30 mL) , and dried over magnesium sulfate to 

afford crude product after evaporation of the solvent. Any 
solid remaining in the reaction flask and the Celite® 
filter pad were rinsed with dichloromethane (3 x 10 mL) 
which was then washed with IN sodixjun hydroxide (30 mL) and 

20 dried over magnesiian sulfate. The two portions of crude 

product totaled 3.6 g. Flash chromatography (silica, 50 mm 
diameter, 30% ethyl acetate/hexane) afforded 2.3 g (24%) of 
coxrqpound F. 
M.p. 68-5-70. 5^C. 

25 

6 . N-* (3, 4-Dliii0thyl-5-i8oxazolyl) -2 « - 

methoxy-N- (2-methoxyethoxymetliyl) - 4 * - 
(2-oxazolyl) [1, 1 « -blphanyl] -2- 
imlf9»»l^i,<i» 

30 A solution of compoiind B from Exanple 1 (2.3 g, 2.9 

mmol) in etheoiol (sparged with argon 20 minutes, 16 mL) was 
added to a solution of compound F (1.1 g, 4.4 mmol) in 
toluene (sparged with argon 20 minutes, 32 mL) . To this 
solution was added a solution of sodiiun carbonate (1.0 g) 

35 in water (sparged with argon 20 min, 16 mL) followed by 
tetrakis(triphenylphosphine)palladium(0) (0.28 g, 0.24 
mmol) . After refluxing under argon for 2 hours, the 
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solution was cooled and poured into brine (40 mL) . 
Extraction with ethyl acetate (2 x 150 mL) and drying the 
combined organic layers over magnesium sulfate afforded 4.1 
g of crude product after evaporation of the solvent. Flash 
5 chromatography (silica, 50 mm diameter, 40% ethyl 
acetate/hexane) afforded 0.50 g (34%) of compound G. 



10 



H . N- ( 3, 4-Diinethyl-5-i80xazolyl) -2 • - 
methoxy-4 • - (2-oxazolyl) 
biPhenvll - 2-Biil f onamlda 



A solution of con?>ound G (0.45 g, 0.88 mmol) in 
ethanol (13.4 mL) and 6N hydrochloric acid (13.4 mL) was 
stirred at SO'C. After 3.5 hours, the ethanol was 
evaporated in vacuo, and the residue transferred to a 
15 separatory funnel with dichloromethane /water . Extraction 
with dichloromethane (2 x 50 mL) and drying over magnesitun 
sulfate afforded 0.37 g (100%) of compound H after 
evaporation of the solvent. 

20 1. N-(3,4-Dlmothyl-5-iBoxazolyl)-2»- 
hydroxy-4 ' - (2-oxazolyl) tl/1'- 
bAPbenvll - 2«ettlfenaml<a<i 

Boron tribromide (1 M in dichloromethane, 6.2 mL, 
6.2 mmol) was added to a solution of con?>ound H (0.33 g, 

25 0.77 mmol) in methylene chloride (27 mL) with stirring at - 
78*'C. After stirring at -78*'C for 30 minutes, the cold 
bath was removed. After stirring a total of 2.5 hours, the 
reaction mixture was transferred to a separatory funnel 
with dichloromethane/water. The pH was brought to 3.5 with 

30 saturated sodium bicarbonate. Extraction with 

dichloromethane (2 x 70 mL) , and drying over magnesium 
sulfate afforded 0.68 g of crude product after evaporation 
of the solvent. Two flash chromatographies (silica, 25 mm 
diameter, 6% methanol /dichloromethane and silica, 15 mm 

35 diameter, 50% ethyl acetate /dichloromethane) afforded 60 mg 
(19%) of the title compound. 
M.p. 111. 0-115. 0*C. 
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Analysis calculated for C20H17N3O5S • 0.15 C4H8O2 • 0.40 
H2O: 

Calculated: C, 57.29; H, 4.43; N, 9.73; S. 7.42; 
Found: C, 57.30; H, 4.58; N, 9.37; S, 7.18. 

5 




10 2- r2 ' - r r ( 3 , 4-Dliaetlivl-5-isoxazolv) amino] - 

gulfonvll ri,l'-blphenvll-4-vll-4-oxazolecarboxamide 

A. 2- (4-Bromophenyl} -4-oxazolecarbox- 
aldehyde 

15 A mixture of compound A from Example 7 (810 mg, 3.40 

romol) selenium dioxide (1.89 g, 17 mmol) and 6.8 mL dioxane 
was refluxed for 24 hours. After cooling the mixture was 
filtered and the filtrate was concentrated. The residue 
was chromatographed on silica gel using 60:1 

20 dichloromethane/ ethyl acetate to afford compound A (406 mg, 
47%) as a light yellow solid. 

B • H- (3,4-Dimetbyl-5-isoxazolyl) -4 • - (4- 
f orinyl-2-oxazolyl) -H- t (2 -met boxy 
25 etboxy) methyl] [1, 1 ' -biphenyl] -2- 

flttlfonamide 

To a solution of compound B from Example 1 (772 mg, 
2.0 mmol), compound A (390 mg, 1.55 mmol) in 15 mL of 
toluene and 12 mL of 95% ethanol under argon, 
30 tetrakis (triphenylphosphine)palladium(O) (116 mg, 0.1 mmol) 
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was added, followed by 9 xnL of 2M aqueous sodi\iin carbonate. 
The reaction mixture was heated at 75**C for 1 hour, cooled 
and diluted with 80 mL of ethyl acetate • The organic 
liquid was separated, washed with 15 mL water and 15 mL 
5 brine, dried and concentrated. The residue was 

chromatographed on silica gel using 3:2 hexcuae/ethyl 
acetate to afford compound B (290 mg, 37%) as a colorless 
gvim. 

10 C . 2- [2 • - [ [ (3,4-Dia6tlIyl-5"i80xa- 
zolyl) t ( 2 -methoxyethoxy) methyl] amino] - 
sulfonyl] -biphenyl] -4-yl]-4- 
oxa 2 o 1 e c arboxaml de 

To compound B (285 mg, 0.56 mmol) above and sulfamic 
15 acid (108 mg, 1.11 mmol) in 5 . 6 mL tetrahydrofuran at 0°C, 
an ice cooled solution of sodium chlorite (101 mg, 1,11 
mmol) in 5.6 mL water was added. The mixture was stirred 
at O^'C for 3 minutes. 50 mL dichlorome thane was added and 
the organic liquid was washed with 10 mL brine, dried and 

20 concentrated to give 2- [2 ' - [ [ (3 , 4-Dimethyl-5- 

isoxazolyl) [ ( 2 -me thoxyetho3v) methyl] amino] sulfonyl J [1,1'- 
biphenyl] -4-yl] -4-oxa2olecarboxylic acid. 

To 2-[2'-[[(3,4-Dimethyl-5-isoxazolyl) [(2- 
methoxye thoxy ) methyl ] amino ] sulfonyl ] [ 1 , 1 • -biphenyl ] -4 -yl ] - 

25 4-oxazolecarbo3vlic acid and 0.014 mL dimethyl formamide in 
5.6 mL dichloromethane, oxalyl chloride (2M in 
dichlorome thane, 0.56 mL, 1.11 mmol) was added, stirred for 
0.5 hours and concentrated. To this mixture, 10 mL 
tetrahydrofuran and 2 mL concentrated ammonium hydroxide 

30 were added. The reaction mixture was stirred at room 

temperature for 50 minutes and concentrated. The organic 
liquid was washed with 15 mL water and 15 mL brine, dried 
and evaporated. The residue was chromatographed on silica 
gel using 1:4 hexane/ethyl acetate to afford compound C 

35 (245 mg, 84% for three steps) as a colorless gum. 
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D. 2" 12 • - [ [ (3, 4 -Dimethyl- 5-i80xazolyl) - 
amino] sulfonyl] [l#l'*biph nyl]*-4-yl]- 
4-oxazolecarboxamlda 

To a solution of compound C (240 mg, 0.46 xnmol) in 
5 4.6 mL acetonitrile at 0**C, trimethylsilicon chloride (297 
mg, 2-74 mmol) was added followed by sodium iodide (410 mg, 
2,74 mmol) . The mixture was stirred at room temperature 
for 1 hour. 5 mL water was added and extracted with 50 mL 
ethyl acetate. The organic liquid was washed with 5 mL 

10 saturated aqueous sodivim thiosulfate and 5 mL brine, dried 
and concentrated. The residue was purified by preparative 
HPLC on a 30 X 500 mm ODS SIO column using 37% solvent A 
(10% methanol, 90% water, 0.1% trif luoroacetic acid) and 
63% solvent B (90% methanol, 10% water, 0.1% 

15 tetrahydrofuran) to provide the title coinpound (122 mg, 
61%) as a white solid. 
M.p. 195^C dec. 

Analysis calculated for C21H18N4O5S • 0.23H2O- 
20 Calculated: C, 57.00; H, 4.20; N, 12.66; S, 7.24; 
Found: C, 57.01; H, 4.10; N, 12.65; S, 7.18. 

25 r ( f Qgmvlamlno ) nethvl 1 -4 ' ^ f 2 ^oxagQlvl W 1 , 1 ■ - 

blphenvll -2 -sulfonamide 
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A. 4-PrQmo^3^met:hvlbQn2amlA^ 

To a solution of lOg (46*5 inmol) of 4-bromo-3 -methyl 
benzoic acid in 200 mL of dichlorome thane under argon, 30 
mli of 2M solution of oxalyl chloride in dichlorome thane was 
5 added. Pour drops of dimethyl formamide was then added and 
the mixture was stirred at room temperature for 1 hour. 
The soltion was evaporated and dried in vacuo. The residue 
was dissolved in 100 mL of methanol, and 25 mL of 28% 
aqueous ammonium hydroxide was added to the mixture. The 
10 solution was stirred at room temperature for 3 hours, and 
then diluted with 500 mL of water. The resulting white 
solid was filtered, washed with water and dried to afford 
8.9g (89%) of compound A. 

15 B, 2 " ( 4 "Bromo- 3 - me thvlphenvl ) oxazole 

A mixture of compound A (12g, 56 mmol) and vinyl ene 
carbonate (6.5g, 75.5 mmol) in 25g of polyphosphoric acid 
was heated at 170°C for 3 hours. The residue was then 
added to 700 mL of water and extracted with 3 x 250 mL of 
20 ethyl acetate. The combined organic extracts were washed 
once with water, dried and evaporated. The residue was 
chromatographed on 200g of silica gel using dichloromethane 
to provide 6.7g (50%) of compound B as a white solid. 

25 C. 2- [4-Bromo-3- (bromoaethyl) - 
ph^^Yj,]QX»ajQa:e 

A mixture of compound B (6.5g, 27.3 mmol), N- 
bromosuccinimide {9.72g, 54.6 mmol) and benzoyl peroxide 
(250 mg) in 250 mL of carbon tetrachloride was refluxed for 
30 8 hours while illuminating the solution with a sion lamp. 

The mixture was then cooled and filtered. The filtrate was 
concentrated to provide lOg of a light yellow solid which 
was used in the next step without any further purification. 

35 D. 2 -Bromo> S - ( 2 -oxazol vl \ h^Ti^aldqhvde 

To a solution of 7g of crude coitpound C in 15 mL of 
anhydrous dimethyl sulfoxide xihder argon, 5.5g of anhydrous 
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trimethylaitiine N-oxide (prepared as described in Soderquist 
et, al. Tet. Letters,, 22. 3961(1986)) was added and the 
mixture was stirred at 55°C for 6 hours. The mixture was 
then cooled, added to 150 mL of ice/water and extracted 
5 with 3 X 100 mL of ethyl acetate- The combined orgcinic 
extracts were washed once with 100 mL of brine, dried and 
evaporated • The residue was chromatographed on 300 mL of 
silica gel using Hexanes/ ethyl acetate 8:1 to afford 2.2g 
(46% for two steps) of compound D as a white solid. 

10 

E« N- (3, 4-Dimethyl-5-i8oxazolyl) -2 < - 

£ormyl-N- [ ( 2 -met hoxyethoxy) methyl] «4 * - 

(2-oxazolyl) [1, 1 ' -biphenyl ] -2- 

gulf onamide 

15 To a solution of 2.3g (6 mmol) of compound B from 

Example 1 and 0.3g (0.26 mmol) of 

tetrakis (triphenylphosphine) palladium (0) in 40 mL of 
toluene under argon, 20 mL of 2M aqueous sodium carbonate 
was added followed by l.Og (6.28 mmol) of compound D in 20 

20 mL of 95% ethanol- The mixture was refluxed for 2 hours, 
diluted with 100 mL of water eurid extracted with 3 x 50 mL 
of ethyl acetate. The combined organic extracts were 
washed once with 100 mL of brine, dried and evaporated. 
The residue was chromatographed on 200 mL of silica gel 

25 using Hexanes/ethyl acetate 1:1 to afford 1.69g (55%) of 
compound E as a colorless gum, 

P • N- (3, 4 -Dimethyl -5-isoxa2olyl ) -2 • - 

£ormyl-4 * - (2-oxazolyl) [1,1' -biphenyl] - 
30 a-Bulfonamlda ^ — 

To a solution of 1.68g (3,28 mmol) of compoimd E in 
30 mL of 95% ethanol, 30 mL of 6N aqueous hydrochloric acid 
was added and refluxed for 1 hour. The mixture was then 
concentrated and diluted with 250 mL of water and extracted 
35 with 3 X 150 mL of ethyl acetate. The combined organic 
extracts were then washed once with water, dried and 
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evaporated to provide 1.46g (90%) of compound F as a 
colorless giim. 

G. 2«-(Aalnomethyl)-N-(3,4-dl]B thyl-5- 
5 i80xazolyl)-4>-(2--oxazolyl) [1,1'- 
Ipiphenvll -2-sulfonami<ae 

To a solution of 0.28g (0.66 mmol) of coinpound F in 
25 mL of methanol, 5g of ammoniuin acetate and Ig of 3A 
molecular sieves were added and stirred at room tempertaure 

10 for 1 hour. Sodium triacetoxyborohydride (0.42g, 1.98 
mmol) was added and the mixture was stirred for an 
additional 45 minutes. The solution was filtered, 
concentrated to 10 mL, diluted with 25 mL of water and 
extracted with 3 x 25 mL of ethyl acetate. The combined 

15 organic extracts were then washed once with water, dried 
and evaporated. The residue was chroma tographed on ISg of 
silica gel using 5% methanol in dichl or ome thane to afford 
O.lg (36%) of compound G as a white solid. 

20 H. N-(3,4->Dimethyl-5-l80xazolyl)-2 • - 

r (fornyl amino) net hyl] -4 ■ - (2- 
oyazolvl) ri, 1 ' -blphenvn >2>Bmf oni^mld^ 

To a solution of 0.06g (0.14 mmol) of conpound G in 
10 mL of dichloromethane at 0°C, 0,02g of acetic formic 

25 anhydride and 0 . 02 g triethylamine were added. The mixture 
was slowly warmed to room teirperature and stirred for 1 
hour. The mixture was diluted with 10 mL of 
dichloromethane, washed with 20 mL of O.IN aqueous 
hydrochloric acid cuid then with 20 mL of water. The 

30 organic layer was dried and evaporated. The residue was 

purified by reverse phase preparative HPLC ona30x500mm 
ODS SIO coliann using 56% solvent B (90% methanol, 10% 
water, 0.1% trif luroacetic acid) and 44% solvent A (10% 
methanol, 90% water, 0.1% trif luroacetic acid). The 

35 appropriate fractions were collected, neutralized with 

aqueous sodivun bicarbonate to pH 7 and concentrated to 10 
mL. The solution was then acidified to pH 4 using dilute 
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hydrochloric acid, and the white solid was filtered and 
dried to provide 0.013g (21%) of the title conpound. 
M.p. 105-109°C. 

IhNMR (CDCI3 ) : 8 1.87 (s, 3H) , 2.12 (s, 3H) , 3.89 (ABq, J= 
5 4.1, 15.8 Hz, IH) , 4.50 (ABq, J = 7.6, 15.8 Hz, IH) , 6.63 
(br s, IH) , 7.03 - 7.93 
(m, 10 H) , 8.14 (s, IH) . 

13c NMR (CDCI3): 6 6.83, 10.90, 39.80, 108.68, 124.26, 
124.95, 127.29, 128.18, 128.79, 129.77, 130.26, 130.26, 
10 130.52, 132.19, 133.58, 137.44, 137.61, 138.42, 138.88, 
139.58, 154.37, 161.53, 162.25. 

Example 22 
N~ I 3 . 4-Dimethvl- 5-iaoxazolvl > -2 ' - 
15 r r ( me thoxvcarbonvl) amino Imethvll -4 ' - (2~ 

exazolvH fl. 1 ' -biphenvll «2-8ttl£onamlde 




20 A. N- (3, 4-Dim«tliyl-5-i«oxazolyl) -2 * - 

[ [ (metboxycarbonyl) amino] methyl] -4 * - 
(2-oxazolyl) [1, 1 * -blphenyl] -2- 
■nl£enamlde 

To conpound G from Example 21 (75 mg, 0.18 mmol) in 
25 3.5 mL tetrahydrofuram, triethylamine (35 mg, 0.35 mmol) 
was added, followed by methyl chloroformate (17 mg, 0.18 
mmol) . The reaction was stirred at room tenperature for 1 
hour. Additional triethylamine (18 mg, 0.18 mmol) and 
methyl chloroformate (17 mg, 0.18 mmol) were added and the 
30 reaction was stirred at 40''C for another 1.5 hours. The 
reaction mixture was concentrated and the residue was 
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purified by preparative HPLC ona30x500inm ODS SIO 
colijinn using 42% solvent A (10% methanol, 90% water, 0.1% 
trifluoroacetic acid) and 58% solvent B (90% methanol, 10% 
water, 0.1% trifluoroacetic acid) to provide the title 
5 coitpound (30 mg, 35%) as a white solid. 
M.p. 110-120*C (amorphous) . 

Analysis calculated for C23H22N4O6S • O.4IH2O: 
Calculated: C, 56.39; H, 4.69; N, 11.44; S, 6.54; 
10 Fotmd: C, 56.11; H, 4.48; N, 11.19; S, 6.49. 

Example 23 

f r2 '- r r3.4-Dimethvl-5-laQxag olvl^amlnQl - 
15 y 1 1 me thvl 1 M ■ -met hvlurea 




A. N- [ [2 • - [ [3, 4>Dimethyl->5-i80xazolyl) 

20 amino] sulfonyl] -4- (2-oxazolyl) [1,1'- 

t>ipbenvl 1 -2 - vl 1 me thvl 1 M ' -methvluraa 

To compound G from Example 21 (75 mg, 0.18 mmol) in 
7.1 mL tetirahydrofuran, methyl isocyanate (71 mg, 1.24 
mmol) was added. The reaction was stirred at room 

25 temperature overnight and concentrated. The residue was 
purified by preparative HPLC on a 30 x 500 mm ODS SIO 
column using 46% solvent A (10% methanol, 90% water, 0.1% 
trifluoroacetic acid) and 54% solvent B (90% methanol, 10% 
water, 0.1% trifluoroacetic acid) to provide the title 

30 compound (38 mg, 45%) as a white solid. 
M.p. >150''C, dec. 
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Analysis calculated for C23H23N5O5S • 0.45H2O O.2CH2CI2: 
Calculated: C, 55.00; H, 4.83; N, 13.82; S, 6.33; 
Fovmd: C, 54.57; H, 4.58; N, 13.61; S. 5.95. 

5 Example 2A 

M- f 3 . 4-D iiiiathvl~S-lBoxa2olvl ) -2 ' f T (methvl- 
giilfonv H amino! methvl 1-4 '- ( 2-oxazolYl) - 
1.1' -blnhenvll -2-gulf onamlde 



10 




A. N- (3, 4-Dimothyl-5-isoxa2olyl) - 

2 ■ t [ (aathylsulfonyl) amino] methyl] -4 ' - 
(2-oxazolyl) 1, 1 • -biphonyl] -2- 
15 «fylfenamlda 

To compound G from Example 21 (75 mg, 0.18 mmol) and 
triethylamine (54 mg, 0.53 mmol) in 7.1 ml tetrahydrofuran, 
metheinesulfonyl chloride (57 mg, 0.5 mmol) was added. The 
reaction was stirred at 45°C for 2 hours. The reaction 

20 mixture was concentrated and the pH of the solution was 
adjusted to 8 using sodium bicarbonate solution. It was 
then acidified to pH 5 with glacial acetic acid. The 
mixture was extracted with di chlorome thane . The organic 
liquid was concentrated and the residue weis purified by 

25 preparative HPLC on a 30 x 500 mm ODS SIO column using 47% 
solvent A (10% methanol, 90% water, 0.1% trif luoroacetic 
acid) and 53% solvent B (90% methanol, 10% water, 0.1% 
trif luoroacetic acid) to provide the title conqpound (27 mg, 
30%) as a white solid. 

30 M.p. 110-120'*C (amorphous) . 
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Analysis calculated for C22H22N4O6S2 • O.I4CH3COOH: 
Calculated: C, 52.37; H, 4.45; N, 10.96; S, 12.56; 
Found: C, 52.43; H, 4.37; N, 10.76; S, 12.11. 

gxampla 2S 
W~ r ra ■ - r r f a .4 -DimafcHvl-5-±aox«- 

a;glYl ) ftmlnol eulfonvl i - a > f 2 -o«m goivi w 1 . 1 « 

blphenvl 1 -2 -vn methvl 1 a ceteamiaa 




10 

A. N- [ [2 • - [ C (3/4-Dimethyl>5-isoxa- 
zolyl)amino] sulfonyl] -4- (2- 
oxazolyl) tl# 1 ' -biphenyl] -2- 
15 Yl 1 methvl 1 aeeteamiaa 

To a solution of 0.075g (0.177 inmol) of compoxind G 
from Example 21 in 10 mL of dichlorometh«uie at CC, 0.019g 
(0.19 mmol) of acetic anhydride and O.OlSg triethylamine 
were added. The mixture was then slowly warmed to room 

20 temperature and stirred for 1 hour. The mixture was 

diluted with 10 mL of dichloromethane and washed with 20 mL 
of O.IN aqueous hydrochloric acid and then with 20 mL of 
water. The orgeuiic layer was dried amd evaporated. The 
residue was purified by reverse phase preparative HPLC on a 

25 30 X 500 mm ODS SIO column using 58% solvent B (90% 

methanol, 10% water, 0.1% trif luoroacetic acid) and 42% 
solvent A (10% methanol, 90% water, 0.1% trif luoroacetic 
acid) . The appropriate fractions were collected and 
neutralized with aqueous sodium bicarbonate to pH 7 and 

30 concentrated to 10 mL. The solution was acidified to pH 4 
using dilute hydrochloric acid, and the white solid was 
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filtered and dried to provide 0.041g (50%) of the title 

compound . 

M.p. 105-107«C. 

Analysis calculated for C23H22N4O5S. 0.42 H2O: 
5 Calculated: C,58.27; H,4.86; N,11.82; S,6.76; 
Foxand: C,58.38; H,4.71; N,11.71; S,6.93. 

W- r r2 r ra .4-Dimethvl-5-lBoxazolvl>ainlnol - 
10 Bulfenvl1-4-f 2-exazolvll f 1 . 1 ' -biphanvll .2- 

vl 1 methvl 1 M ' -phenvluraa 



15 A. H-[I2--[[3 , 4 -Dimethyl- 5 -Isoxazolyl ) - 

amino] sulfonyl] -4- (2-oxazolyl) [1,1*- 
lal Phenyl 1 -2 - vl 1 mefchvl 1 W « -phenvluraa 

To compound G from Example 21 (25 mg, 0.059 mmol) in 
3 mL tetrahydrofuran, phenyl isocyanate(56 mg, 0.47 mmol) 

20 was added. The reaction was stirred at room temperature 
overnight and concentrated. The residue was purified by 
preparative HPLC on a 30 x 500 ram ODS SIO column using 33% 
solvent A (10% methanol, 90% water, 0-1% trif luoroacetic 
acid) and 67% solvent B (90% methanol, 10% water, 0.1% 

25 trif luoroacetic acid) to provide the title compotmd (18 mg, 
56%) as a white solid. 

lHNMR(CDCl3) : 6 1.82 (s, 3H) , 2.16 (s, 3H) , 3.99 - 4.38 (m, 

2H), 6.06 (s, br, IH) , 6.91 - 8.03 (m, 15H) . 

13c NMR (CDCI3): 6 7.60, 11.81, 42.65, 109.39, 119.92, 

30 123.29, 124.13, 127.10, 128.26, 129.61, 130.68, 130.79, 
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15 



20 



132.96, 134.80, 137.72, 139.56, 140.00, 140.25, 140.43, 
155.63, 156.58. 

Exampla ^7 
N- [ [2'-r r3,4-Dimethvl-5-i«o xazelvlW 

pnYJ.1 -4- (2-oxazolvH ri. l . -blplianvl 1 -a- 
vl 1 methvl 1 M ■ -pir^ nvluraa 



A. H- t £2 ' - [ t3 , 4-Dimethyl-5-i8oxazolyl) - 

amino] -sulf onyl] -4- (2-oxazolyl) £1,1'- 
biphenvl 1 - 2 - vl 1 methvl 1 m ■ - n ropvlin-«« 
To coirtpound G from Example 21 (20 mg, 0.047 mmol) in 
3 mL tetrahydrofuran, propyl isocyanate (36 mg, 0.424 mmol) 
was added. The reaction mixture was stirred at room 
temperature overnight and concentrated. The residue was 
chromatographed on silica gel using 100:4.5 dichloro- 
me thane/me thanol to provide the title con¥)ound (16 mg, 67%) 
as a light yellow solid. 

1h NMR (CD3OD ): 6 0.89 (t, J=7Hz, 3H) , 1.46 (m, 2H) , 1.70 
(s, 3H), 2.10 (s, 3H), 3.06 (t, J=7Hz, 2H) , 4.08 (s, 2H) , 
7.10-8.12 (m, 9H) . 

NMR (CD3OD ): 6 6.57, 10.58, 11.62, 24.37, 42.91, 
124.83, 125.06, 127.97, 129.10, 129.62, 130.34, 131.67, 
133.11, 133.74, 139.83, 140.44, 140.87, 141.24, 141.96, 
160.91, 162.99, 163.42. 
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Example 2 8 

N> r r 2 ' - r r ( 3 . 4-Dimethvl-S-ifl oxa2olvl > aminol - 
sul f onvl 1 -4 - ( 2>oxa2ol vl ) T 1 , 1 ' -biphenvl 1 - 
2 "Yl 1 tl^yJi 3 "?l-in9^>iYlace^amd,de 

5 




A. N- [ [2 « - [ [ (3,4-Dlm6thyl-5-l80xazolyl) - 
amino] 8ul£onyl] -4 - (2-oxazolyl) £1,1"- 
10 blpbenyl] - 2 -yl] methyl] -N-methylaceta- 
mlde 

To a solution of 0.15 g (0.35 imnol) of compound F 
from Example 21 in 15 mL of dichloro- methane, methyl amine 
(33% solution in absolute ethanol, 0.13 mL, 1.06 mmol) , 

15 glacial acetic acid (0.12 g, 2 mmol) and 1 g of 3 A 

molecular sieves were added. The mixture was stirred at 
room temperature for 1 hour. Sodium triacetoxyboro-hydride 
(0.22 g, 1.05 mmol) was added and the mixture was stirred 
overnight. The solution was then filtered, washed once 

20 with water, dried and evaporated. The residue thus 

obtained was dissolved in 10 mL of dichloromethane, and 
0.072 g (0.70 mmol) of acetic anhydride and 0.071 g (0.70 
mmol) of triethylamine were added. The mixture was stirred 
at room temperature for 16 hours and evaporated. The 

25 residue was purified by reverse phase preparative HPLC on a 
30 X 500 ram ODS SIO column using 58% solvent B (90% 
methanol, 10% water, 0.1% trif luoroacetic acid) and 42% 
solvent A (10% methanol, 90% water, 0.1% trif luoroacetic 
acid) . The appropriate fractions were collected, 

30 neutralized with aqueous sodium bicarbonate to pH 7 and 

concentrated to 10 mL. The solution was acidified to pH 4 
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using glacial acetic acid and the white solid was filtered 
and dried to provide 0.069 g (41%) of the title coinpoimd as 
a light yellow solid. 
M.p. 105-115*C. 

Example 29 

W- [ [2 ■ - r r (3 . 4-Dlnethvl-5-iBQ« a2olvl^ umlnol - 
^^l£pnYn -4- ( 2-oxazolvl> T 1 . 1 ■ -blnhanvn -2- 
vl 1 methvl 1 hangj^ml.^^ 




A. [ [2 • > [ [ (3, 4 -Dimethyl- 5-1 soxa- 

zolyl) amino] sialfonyl] -4- (2-oxazolyl) - 
15 r 1 . 1 ' -biphenvl 1 -2 - vl 1 ma«;hvl 1 bangamia^ 

To confound G frcan Exanple 21 (70 mg, 0.17 nnnol) and 
benzoyl chloride (23 mg, 0.17 iranol) in 3.3 mL 
dichloromethane, triethylamine (37 mg, 0.36 inmol) was 
added. The reaction was stirred at room temperature for 

20 1,5 hotirs and concentrated. The residue was purified by 
preparative HPLC on a 30 x 500 ram obs SI 0 coliimn using 33% 
solvent A (10% methanol, 90% water, 0.1% trif luoroacetic 
acid) and 67% solvent B (90% methanol, 10% water, 0.1% 
trif luoroacetic acid) to provide the title compoxand (30 mg, 

25 34%) as a white solid. 

M.p. 128-135*'C (amorphous) 

NMR (CDCI3): 81.91 (s, 3H). 2.18 (s, 3H) , 4.16-4.76 (m, 
2H) , 7.13-8.13 (m, 14H) . 
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yyywip le 30 

M- r f2 '-r rO^A-Dimethvl-S-isoxazolvDaminQl - 
aulf cnvl 1 -4- ( 2-oxazolvl > T 1 . 1 ' -blphenvl 1-2- 
vllmet:hvl1- 2 . 2-diittethvlpropanamlde 

5 




A. N- C [2 ■ - [ t (3,4-Dimethyl-5-isoxa- 

zolyDamino] sulf onyl] -4- (2-oxa2olyl) - 
10 [l,l«-biphonyl3-2-yl]motliyl]-2,2- 

dlmethv lpiropanamide 

To compound G from Example 21 (105 mg, 0.25 mmol) 
and trimethylacetyl chloride (30 mg, 0.25 mmol) in 4.9 mL 
dichloromethane, triethylamine (55 mg, 0.54 mmol) was 

15 added. The reaction was stirred at room temperature 

overnight and concentrated. The residue was purified by 
preparative HPLC on a 30 x 500 mm ODS SIO column using 33% 
solvent A (10% methanol, 90% water, 0.1% trif luoroacetic 
acid) and 67% solvent B (90% methanol, 10% water, 0.1% 

20 trif luoroacetic acid) to provide the title compound (52 mg, 
34%) as a white solid. 
M.p. 122-128"C 

iH NMR (CDCI3) : 81.18 (s, 9H) , 1.93 (s, 3H) , 2.18 (s, 3H) , 
3.96^4.46 (m, 2H) , 7.24-8.05 (m, 9H) . 

25 

2 ■ - f r f 3 .4-Dlm« » i^hvl-5..1«o«azolvl)amino] -gulfPftYll -4- 
( 2 - Qxazelirl W 1 . 1 ' -blphenvl 1 - 2 -carbojcvlic ftfiiil 

30 
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A. 2»-[ I (3,4-Dimethyl-5-i80xazolyl)- 

amino] -*sul£onyl] -4* (2-oxazolyl ) [1,1* - 
5 biphenvn -2-carboxvlic aeld 

To compound F from Example 21 (2.20 g, 5.20 mmol) 
and sulfamic acid (1.01 g, 10.39 mmol) in 52 mL THP at 0*^0, 
an ice cooled solution of sodium chlorite (940 mg, 10.39 
mmol) in 52 mL water was added. The mixture was stirred at 

10 C'C for 2 minutes and then diluted with 150 ml 

dichloromethane. The organic liquid was separated and 
washed with brine, dried and concentrated. The residue was 
purified by preparative HPLC on an ODS SIO column using 43% 
solvent A(10% methanol, 90% water, 0.1% trif luoroacetic 

15 acid) and 57% solvent B (90% methanol, 10% water, 0.1% 

trif luoroacetic acid) to provide compound A (503 mg, 22%) 
as a white solid. 



20 



25 



30 



B. 2 ' - r r f 3 . 4-Dlmat:livl-5-lgQ xa2olirl \ - 

aminol Hulfonvll -4- C2-oxagQlvll r±,3.« > 
blphenvll-2-cairbQ3nrlle acid m^tbirl 

^fftor 

To conpound A (258 mg, 0.59 mmol) in 5.9 mL THF at 
O^C, 1, 1 ' -carbonyldiimidazole (209 mg, 1.29 mmol) was 
added. After stirring at room teznperature for 1 hour, 1 mL 
methanol was added and the reaction mixture was stirred at 
room tenperature overnight. An additional 3 mL methcuiol 
was added and the mixture was heated at 50®C for an 
additional 1 hour. After cooling to room tenqperature, 10 
mL 0.5N aqueous HCl was added and stirred for 10 minutes. 
60 mL ethyl acetate was added and the organic liquid was 
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separated and washed with brine, dried and concentrated. 
The residue was purified by preparative HPLC on an ODS SIO 
column using 34% solvent A (10% methanol, 90% water, 0.1% 
trifluoroacetic acid) and 66% solvent B (90% methanol, 10% 
5 water, 0.1% trifluoroacetic acid) to provide the title 
compound (98 mg, 37%) as a white solid. 
M.p. 106-112°C (amorphous). Rf=0.54, silica gel, 20:1 
dichloromethauie/methanol . 

1h NMR (CDCI3): 6 1.84 (s, 3H), 2.17 (s, 3H) , 3.73 (s, 
10 3H) , 7.27-8.62 (m, lOH) . 

M- f 3 . 4-Diiriatehvl>5- lgoxagolvH -2 « - ( 1-hvdroxv-l- 
mafchvletliv l ^ -4 ' - f 2 -oacazolvl 1 f 1 . 1 ' -biphenvl 1 - 2 - 
IS aulfonamlde 




A. N- (3, 4-Dimethyl-5-iBoxaaolyl)-2 ' - (1- 

20 hydroxy-l-metlxylothyl)-4»-(2-oxa- 

^r ^iyi 1 ri.i«-blt >lfnvn-2-»ttlfona»id» 

To the title compound of Example 31 (87 mg, 0.19 
mmol) in 1.9 mL THF at CC, methylmagnesium bromide (1.4M 
in toluene/THF 75:25, 0.43 mL, 0.60 iranol) was added. The 

25 reaction was stirred at O^C for 10 minutes and. at room 
teit^erature for 3 hours. Additional methylmagnesium 
bromide (1.4M in toluene/THF 75:25, 0.069 mL, 0.096 mmol) 
was added and stirred for an additional 10 minutes. The 
reaction was quenched with ice-water and acetic acid (45 

30 mg, 0.77 mmol) and stirred for 10 minutes. The mixttire was 
extracted with ethyl acetate and the organic extract was 
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washed with brine, dried and concentrated. The residue was 
purified by preparative HPLC on an ODS SIO column using 37% 
solvent A (10% methanol, 90% water, 0.1% trif luoroacetic 
acid) and 63% solvent B (90% methanol, 10% water, 0.1% 
5 trif luoroacetic acid) to provide the title compound (40 mg, 
46%) as a white solid. 

M.p. 112-118*'C (amorphous). Rf=0.27, silica gel, 20:1 
dichloromethane/methanol . 

10 1h NMR (CDCI3): 8 1.46 (s, 3H), 1.76 (s, 3H) , 1.91 (s, 
3H), 2.19 (s, 3H), 7.11-8.08 (m, lOH) . 

Example 3 3 
W-r r2'- r r f 3.4-Diin«>«-, Wl-5-i«ft»r,^- 
»5 S9AYl)<^minolpmfonvn-4-(2-ox«2olvl^ f l 1 . - 
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A. N- [ [2 • - [ [ (3 , 4-Dimethyl-5-i80xazolyl) - 
amino] sulf onyl] -4- (2-oxa2olyl) U, 1 ' - 
biphcnyl] -2-yl]iB thyl] -2-methyl- 
pyopanaiiilde _ — 

5 To conpound G from Example 21 (70 mg, 0.17 iranol) and 

isobutyryl chloride (18 mg, 0.17 mmol) in 3.3 mL 
dichloromethane, triethylamine (37 mg, 0.36 mmol) was 
added. The reaction was stirred at room temperature for 2 
hours and concentrated. The residue was purified by 

10 preparative HPLC on a 30 x 500 mm ODS SIO column using 38% 
solvent A (10% methanol, 90% water. 0.1% trifluoroacetic 
acid) and 62% solvent B (90% methanol, 10% water, 0.1% 
trifluoroacetic acid) to provide the title compound (36 mg, 
44%) as a white solid. 

15 M.p. 11 2- 12 0°C {amorphous) . Rf=0.31, silica gel, 20:1 
dichloromethane/methanol . 

1h NMR (CDCI3): 6 1.13 (m, 6H), 1.93 (s, 3H) , 2.19 (s, 
3H), 2.42 (m, IH), 4.04-4.43 (m, 2H) , 6.56-8.40 (m, IIH) . 



20 



25 



iii«rr2'-rr /3.A-pimaf.hvl-5-igoxft- 
^h^^^n - ^ -^1 i««>thvn -2.2. 2-tri-f 1i»ftyoa<?^tftffl<lg 
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10 



15 



A. M-II2'-[t(3,4-Dim thyl-5-isoxa- 
zolyl) amino] sulfonyl] -4- (2-oxa- 
zolyl) tl, I'-blph nyl3-2-yl]n thyl]- 
2 , a , 2-trif luoroaeateamld^ 

To con?)ound G from Exaittple 21 (40 mg, 0.094 iranol) in 
1.9 mli dichloromethane, triethylamine (19 mg, 0.19 mmol) 
was added and followed by trif luoroacetic anhydride (20 mg, 
0.094 mmol). The reaction was stirred at room temperature 
for 2 hours and concentrated. The residue was purified by 
preparative HPLC on a 30 x 500 mm ODS SIO column using 37% 
solvent A (10% methanol, 90% water, 0.1% trif luoroacetic 
acid) and 63% solvent B (90% methanol, 10% water, 0.1% 
trif luoroacetic acid) to provide the title compoiind (20 mg, 
41%) as a white solid. M.p. 112-120°C (amorphous). Rf=0.31, 
silica gel, 20:1 dichloromethane/methanol. 

1h NMR (CDCI3) : 8 1.94 (s, 3H) , 2.19 (s, 3H) , 4.03-4.56 
(m, 2H) , 7.06-8.06 (m, lOH) . 



Bxaamla 35 
W- (3 , 4-Di»atlivX-5-iBoac>golvH -2 » - 



»^CHi 



25 




A. N-<3,4-Diinethyl-5-l80xazolyl)-2'- 
[ (methylaiDlno)carbonyl] -4 ■ - (2- 
OKftZPlvl) ri.l' -blphanvn onamld^i 

To con?)ound A from Example 31 (124 mg, 0.28 mmol) i 
2.8 mL THF at CC, 1, 1 ' -carbonyldi- imidazole (101 mg, 0.62 
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mmol) was added. After stirring at room temperature for 2 
hours, 1 mL methylamine (40% in water) was added and the 
reaction was stirred at room temperature for 3 hours. 10 
mL IN HCl was added and stirred for 3 minutes. The mixture 

5 was extracted with 50 mL ethyl acetate and the organic 
extract was washed with water and brine, dried and 
concentrated. The riesidue was dissolved in 3 mL saturated 
sodium bicarbonate water solution and filtered. The 
filtrate was acidified to pH<5 with sodium bisulfate, and 

10 it was then filtered to give the title compoxind as a white 
solid (80 mg, 63%) . 
M.p. 122-13rc. 

Rf=0.11, silica gel, 20:1 dichloromethane/methanol . 

15 1h NMR (CDCI3): 5 1.89 (s, 3H), 2.20 (s, 3H) , 3.73 
(s,3H), 2.76 (d, J=3.5Hz, 3H) , 6.53-8.16 (m, IIH) . 

gxamnla 36 

M- 1 a . A-Dlnathvl-S.leoacazolvl) -a ' , 4 ■ -big (3- 
20 oacazolvl) ri. 1 ■ -blplmnvn -2-aulf onanlde 




A. 2' - [ t (3,4-Dimethyl-5-i80xazolyl) [ (2- 
25 aethylethoxy) methyl] amino] 8ul£onyl] -4- 
(2-oxa«olyl) Il,l•-bipll•nyl]-2- 
£A£32SXy3J^ — fifilfl 

To conrpound E from Example 21 (525 mg, 1.03 mmol) 
and sulfamic acid (199 mg, 2.05 mmol) in 14.7 mL THF at 
30 CC, an ice cooled solution of sodium chlorite (186 mg, 
2.05 mmol) in 14.7 mL water was added. The mixture was 
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Stirred at O^C for 2 minutes and then diluted with 100 mL 
dichloromethane. The organic liquid was separated and 
washed with brine, dried and concentrated to provide 
compound A as a gum, which was used without further 
5 purification. 

2 • - C I (3, 4-Diiaet:hyl-5-i80xazolyl) t (2- 
methylethoxy) methyl] amino] sulf oayl] -4- 
( 2 -oxazolyl ) [1 , 1 • -biphenyl ] -2 -carbonyl 

10 chloarida 

To compound A and 0.026 mL DMF in dichloromethane, 
oxalyl chloride (2M in dichloromethane, 1.3 mL, 2.6 mmol) 
was added. The reaction was stirred at room tenperature 
for 1 hour and concentrated to give confound B. 

15 

C. M- (3, 4-Dlmethyl-5-l8oxazolyl) -N- C (2- 

methylethoxy) methyl] -2 • , 4 • -bis (2- 
OXazolvl) ri . 1 ' -blnhanvll -2 -flulf onamia^ 
A mixture of compound B, lH-1,2, 3-triazole (71 mg, 
20 1.03 mmol) and potassium carbonate (936 mg, 6.8 mmol) in 
4.1 mL sulfolane was heated at 140*C for 3 hours. The 
mixture was diluted with 100 mL ethyl acetate, washed with 
water and brine, dried and concentrated. The residue was 
chromatographed on silica gel using 50:70:0.1 hexane/ethyl 
25 acetate/ trie thylamine to afford compound C. 



30 



D. 



N- (3, 4-Dimet:hyl-5-i80xazolyl) -2 • ,4 » - 
bis (2-oxazolyl) CI, 1 • -biphenyl] -2- 



To compound C in 10 mL 95% ethanol, 10 mL 6N HCl was 
added. The mixture was reflxixed for 1 hour and 
concentrated. The residue was neutralized to pH~5 with 
sodium bicarbonate and extracted with ethyl acetate. The 
organic extracts were washed with brine, dried and 
35 concentrated. The residue was purified by preparative HPLC 
on an ODS SIO column using 35% solvent A (10% methanol, 90% 
water, 0.1% trif luoroacetic acid) and 65% solvent B (90% 



107- 



BNSOOaO: <WO_9729748A1J_> 



5 



10 



methanol, 10% water, 0.1% trif luoroacetic acid) to provide 
the title compound (56 mg, 12% for four steps) as a white 
solid. 

M.p. lOS-lia^C (amorphous). Rf=0.30, silica gel, 20:1 
dichlorome thane /methanol . 

1h NMR (CDC13): 5 1.90 (s, 3H) , 2.19 (s, 3H) , 7 . 02-9 . 61 
(m, 12H) . 

y!7^*iHT>le 37 i^n«a gxample 38 
f Z) -N- f 3 . 4-Dim«»f Hvl-S-i «o»azQlvl> -4 ' - (2-QXagQlYl) - 



f E\ -M- (3 . 4-Pi«ateliv 1 -S-iBOxazolvl) -4 ' - (2»Q«a2QlYl) 
2 ' - r2-ph*»rtvlatliepvl^ fl. 1 ■ -biplienvn -2 - sulfonamide 




and 



15 




A. 



(Z) -N- (3,4-Dimethyl-5-isoxa2olyl) -N 
[ (2-methylothoxy)inethyl] -4 • - (2- 
oxazolyl ) -2 • - ( 2 -phenyl ethenyl ) [1 # 1 ' 
^^Iphanvl l - ^-aiilfonamide 
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B. (E) -N- (3,4-OiiD thyl-S-isoxazolyl) -N- 
[ (2-iBethyle«lioxy)mathyl] -4 * - (2> 
oxazolyl ) -2 ■ - ( 2-plianyletlianyl ) [1, 1 • - 
biphanvll -2—111 gonamlda 

To benzyl triphenylphosphonium chloride (3 00 mg, 0.77 
mmol) in 7.7 mL THF at -78*'C, n-butyl lithium {2M in 
pentane, 0.39 mL, 0.78 mmol) was added. The cold bath was 
removed and the mixture was stirred at room ten^erature for 
45 minutes before cooling to -78'*C again. Coitpound E from 
Example 21 (304 mg, 0.59 mmol) was added at -78''C and the 
reaction was then stirred at room ten^serature for 2.5 
hours. 10 mL water and 40 mL ethyl acetate were added. 
The organic liquid was separated and washed with saturated 
aqueous ammonium chloride and brine, dried and 
concentrated. The residue was chroma tographed on silica 
gel using 2:1 hexane/ethyl acetate to afford a mixture of 
compounds A and B. 

C. (Z)-H-<3,4-Dimethyl-5-lBOxaaolyl)-4'- 
(2-oxazolyl) -2 • - (2 -phenyl etheayl) - 
11. 1' -blPh^nvn -2-aulgoBa«ia^ 



25 and 

D. (B) -N- (3,4-Dlmetehyl-5-i8oxazolyl) -4 • - 

(2-oxazolyl) - 2 • - ( 2-phenylet:henyl ) - 
ri. 1' -biphenvn -2-a ulfoBamlda 

30 To a solution of compounds A emd B in 6 mL of 95% 

ethanol, 6 mL of 6N aqueous hydrochloric acid was added and 
reflxixed for 1 hour. The reaction mixture was concentrated 
and 80 mL ethyl acetate was added. The orgamic liquid was 
separated and washed with brine, dried and concentrated. 

35 The residue was purified by preparative HPLC on an ODS SIO 
column using 22% solvent A (10% methanol, 90% water, 0.1% 
trifluoroacetic acid) and 78% solvent B (90% methanol, 10% 
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water, 0.1% trif luoroacetic acid) to provide compound C, 
the title compound of Example 37 (73 mg, 19% for two steps) 
as a white solid. 

M-p. 102~109*'C (amorphous), Rf=0 . 32 (silica gel, 20:1 

5 dichloromethane/methanol) • 

The HPLC column was eluted with the same solvents 
further to provide a mixture, which was chroma tographed on 
silica gel using 100:2 dichloromethane/methanol to give 
compound D, the title coitpound of Exaxtple 38 (27 mg, 7% for 

10 two steps) as a light yellow solid. 

M.p. 109-116**C (amorphous), Rf=0 .32 (silica gel, 20:1 
dichloromethane/methanol) . 

NMR (CDCI3) of the title confound of Example 37: 5 1.86 
15 (s, 3H), 2.16(s, 3H), 6.38-6,51 (m, J=12.3Hz, 2H) , 6.60- 
7.98 (m, 15H). 

NMR (CDCI3) of the title compound of Exairple 38: 5 1.74 
(s, 3H), 2.01(s, 3H), 6.72-7.10 (m, J=16.4Hz, 2H) . 7.17- 
20 7.98 (m, 15H) . 

gataamle 39 

A-rM^yo-M.r r 2'-r r (3.4-din«thvi-5« 

l«o«itzQlv 1 ^*intne1giil£onvll-4-f 2-QXaZQlYl)- 

25 ri . 1 ■ -biphanvn -2 -vnmat:hvni>lienvlacet»mid« 
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A. 4-Cliloro-M-t[2'-tt(3,4-diitt thyl-5- 
isoxazolyl) amino] sulfonyl] -4> (2- 
oxazolyl) - [1, 1 • -blphenyl] -2-yl] - 
mothvl 1 nhaBvlaeatamiaa 

5 To a solution of 0.20 g (0.47 inmol) of con«>ound G 

from Exairple 21 in 15 mL of dichlorome thane, 0.082 g (0.47 
mmol) of 4-chlorobenzoyl chloride and 0.104 g (1.03 mmol) 
of triethylamine were added. The mixture was then stirred 
at room temperature for 16 hours and evaporated. The 
10 residue was purified by reverse phase prepsirative HPLC on a 
30 X 500 mm ODS SIO column using 79% solvent B (90% 
methanol, 10% water, 0.1% trif luoroacetic acid) and 21% 
solvent A (10% methanol, 90% water, 0.1% trif luoroacetic 
acid) . The appropriate fractions were collected and 
15 neutralized with aqueous sodium bicarbonate to pH 7 and 

concentrated to 10 mL. The solution was then acidified to 
pH 4 using glacial acetic acid and the white solid was 
filtered and dried to provide 0.033 g (12.5%) of the title 
confound as a white solid. 
20 M.p. 130-134»C. 

Bxamnla 40 

y- r ra ' - r [ (3 . 4-DiHiethvl-5-iaoacazol v l t amlnol - 
jFttlfonvl 1 -4 - ( 2 -oxazolvl W l . l ■ -btp hanvl 1 >2 - 
^5 Yl 1 methyl ] -W. 2 . 2-triinetlivlT»ropiini^m±da 




A. N-[ [2'-C[(3,4-Dlmttt:hyl>5-l80xa- 

zolyl) amino] -sulfonylj -4- (2- 
oxa^olyl) [1, l ' -biph nyl]-2-yl}- 
methvl 1 -N- 2 . 2-t:rlm«t:hvlp gopaBamiaa 
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To a solution of 0.25 g (0.59 mmol) of the 
intermediate formed in the preparation of compound A from 
Exanple 28 in 10 mL of dichloromethane, 0.078 g (0.65 mmol) 
of pivaloyl chloride and 0.131 g (1.30 mmol) of 

5 triethylamine were add d. The mixture was then stirred at 
room tenperature for 16 hours and evaporated. The residue 
was purified by reverse phase preparative HPLC on a 30 x 
500 mm ODS SIO column using 75% solvent B (90% methanol, 
10% water, 0.1% trif luoroacetic acid) and 25% solvent A 

10 (10% methanol, 90% water, 0.1% trif luoroacetic acid). The 
appropriate fractions were collected and neutralized with 
aqueous sodium bicarbonate to pH 7 and concentrated to 10 
mL. The solution was then acidified to pH 4 using aqueous 
sodiiim bisulfate and the white solid was filtered and dried 

15 to provide 0.036 g (12%) of the title compound as a white 
solid. 

M.p. 125-130°C. 

20 M-rra'-r r ra. A-pimethvl - 5 - i bowtqIvI ) watnol - 




A. H- [ [2 ' - [ [ (3,4-Dimothyl-5-iBO- xazolyl) amino] - 

sul£onyl]-4-(2-oxa2olyl) tl» 1 ' -biphonyl] - 

To a solution of 0.25 g (0.59 mmol) of the 
30 intermediate formed in the preparation of compound A from 
Exanple 28 in 10 mL of dichloromethane, 0.10 g (0.71 mmol) 
of benzoyl chloride and 0.13 g (1.3 mmol) of triethylamine 
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were added. The mixture was then stirred at room 
temperature for 16 hours and evaporated. The residue was 
purified by reverse phase preparative HPLC on a 30 x 500 mm 
ODS SIC column using 68% solvent B (90% methanol, 10% 
5 water, 0.1% trif luoroacetic acid) and 32% solvent A (10% 
methanol, 90% water, 0.1% trif luoroacetic acid). The 
appropriate fractions were collected and neutralized with 
aqueous sodium bicarbonate to pH 7 and concentrated to 10 
mL. The solution was then acidified to pH 4 using aqueous 
10 sodium bisulfate and the white solid was filtered and dried 
to provide 0.075 g (23%) of the title can«)ound as a white 
solid. 

M.p. 132-140°C. 

1^ Example 42 

N- f 3 » 4-Dlntethvl-5~isoxa zolvl > -2 » -oxazolvl-S-vl-A ' - 
oxagel-2-vl-ri.l ' -biphenvn 
Bulf onamlde 




A. N- (3, 4-Oimethyl-5-l80xazolyl ) -N- 

[ (2-m«t:hoxy«tlioxy)methyl] -2 • - 
oxazolyl-5-yl-4 • -oxazol-2-yl- 
25 [1.1' -biphenvl 1 - 2 - ■ulgonmmiae 

A solution of Compound E from Example 21 (300 mg, 
0.57 ramol), tosylmethylisocyanide (112 mg, 0.57 mmol) and 
potassium carbonate (95 mg, 0.69 mmol) in 4 mL of methanol 
was refluxed for two hours. After cooling to room 
30 temperature, the reaction mixture was preabs orbed on 

Celite® and the resulting powder was loaded onto a 2.5 x 20 
cm silica gel column. Elution was with a stepwise gradient 
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of 200 inL each o£ ethyl acetate :hexeuae, 50:50 to ethyl 
acetate in 10% intervals- The pure fractions were 
concentrated to afford 96 mg (30%) of conqpoimd A as light 
yellow oil. 

5 

B. N-(3,4-Dimethyl-5-i80xazolyl)-2 • - 

oxazolyl-5-yl-4 • -oxazol-2-yl- 
f 1 . 1 ' -bip hanvl 1 - 2 - sttl f onamide 

A mixture of conqpound A (90 mg/ 0.16 mmol) , £21 HCl 
10 (1.6 ml) and ethanol (1.6 mL) was refluxed for 2.5 hours. 
After cooling to room temperature, the solvent was removed 
in vacuo and the residue was partitioned between ethyl 
acetate (75 mL) and saturated ammoni\im chloride solution 
(50 mL) . The orgeoiic layer was washed with water (50 mL) 
15 and brine (50 mL) . Drying (MgS04) and concentration 

afforded a pink solid. Atteicpts to dissolve this solid in 
satvirated NaHCOa solution were ijnsuccessful euid the 
resulting suspension was filtered and washed thoroughly 
with water. Drying under high vacuum afforded 30 rog (41%) 
20 of the title compound as a light pinlc solid. 
Mi? 212-218 *C. (dec.) 

NMR (SMSO-d«): 5 1.56 (s, 3H) , 2.06 (s, 3H) , 5.82 (s 
IH), 7.21 (d, J= 8 Hz, IH), 7.36 (m, IH) , 7.47 (s, IH) , 
25 7.79 (m, 2H), 7.92 (d, J= 8 Hz, IH) , 8.13 (m, IH) , 8.32 s, 
2H) , 8.34 (S, IH) . 

Other compounds conten^lated by the present 
invention include the following con5>ounds: 

1 . N- [ [2 ■ - [ [ (3 , 4-Dimethyl-5-isoxazolyl) - 

30 amino ] sul f onyl 1 -4 - { 2 -oxazolyl ) 1 1 , 1 ' -biphenyl ] -2 -yl ] methyl ] 
N-methylcyclopropeuiamide (see Example 53); 

2. N-t [2'-[ [ (3,4-Dimethyl-5-isoxazolyl)- 

amino ] sul f onyl ] -4 - ( 2 -oxazolyl ) [ 1 , 1 ' -biphenyl 3 -2 -yl ] methyl ] 
2 , 2-dimethyl-N- ( 1-methyl-ethyl) propanamide ( see Example 
35 43); 



- 114- 



wo 97/29748 



PCT/US97/03956 



15 



3 . N-Cyclopropyl-N- [ [ 2 ' - [ [ { 3 , 4-dimethyl- 5 - 

isoxazolyl) amino] sulf onyl] -4- {2-oxazolyl) [1,1' -biphenyl] -2- 
yl] methyl] -2 , 2-dimethylpropanamide; 
4 . N- [ [2 • - [ [ (3 , 4.-Dimethyl-5-isoxazolyl) - 

5 amino] sulf onyl] -4- (2-oxazolyl) [1, 1 • -biphenyl] -2 -yl] methyl] - 
2 , 2 -dimethyl -N- (2,2,2- tri f luoro-ethyl ) propanamide { see 
Exanple 46) ; 

5 . N- (3 , 4 -Dimethyl- 5 -isoxazolyl) -2 ' - [2- (1-methylethyl) - 

5-oxazolyl] -4 • - (2-oxazolyl) [1,1' -biphenyl] -2 -sulfonamide; 
^0 6. N- (3, 4-Dimethyl-5-isoxazolyl) -2 • - (4-oxa2olyl) -4 ' - {2- 

oxazolyl ) [1,1' -biphenyl ] -2 -sulf onamide ; 

7. N- (3, 4-Dimethyl-5-isoxazolyl) -2 • - [2- (1-methylethyl) - 
4-oxazolyl] -4 ' - (2-oxazolyl) [1,1' -biphenyl] -2 -sulf onamide; 

8. N- (3 , 4-Dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) -2 • - (2- 
oxazolylmethyl ) [ 1 , 1 • -biphenyl J -2 -sulf onamide ( see Example 
47); 

9. N- (3,4-Dimethyl-5-isoxazolyl)-4•-(2-oxa2olyl)-2'- 
( [5- < 1-methylethyl) -2-oxazolyl] -methyl] [ 1 , 1 • -biphenyl ] -2- 
sul f onamide ; 

20 10. N-(3,4-Dimethyl-5-isoxa2olyl)-4'-(2-oxa2olyl)-2'- 
[ [ 4 - (1 -me thy lethyl ) - 2 -oxazolyl ] -methyl ] [ 1 , 1 ' -biphenyl ] -2 - 
sulfonamide; 

11 . (E) -N- (3 , 4-Dimethyl-5-isoxazolyl) -2 ' - (4-methyl-2- 
pentenyl) -4 ' - (2-oxazolyl) [1,1' -biphenyl] -2 -sulfonamide; 
25 12. (Z)-N- (3, 4-Dimethyl-5-isoxazolyl) -2 • - (4-methyl-2- 
pentenyl) -4 • - (2-oxazolyl) [1,1' -biphenyl] -2 -sulfonamide; 
13 . N- (3 , 4-Dimethyl-5-isoxazolyl) -2 ' - (4-methylpentyl) - 
4 ' - (2-oxazolyl) [1,1' -biphenyl] -2 -sulfonamide; 

14. trans-N- (3 , 4-Dimethyl-5-isoxazolyl) -2 '- [ [2- (1- 
raethylethyl) cyclopropyl] methyl] -4 ' - (2-oxazolyl) [1,1*- 
biphenyl] -2-sulf onamide; 

15. cis-N- (3,4-Dimethyl-5-isoxazolyl) -2 ' - [ (2- (1- 
methylethyl) cyclopropyl] methyl] -4 • - (2-oxazolyl) -[1,1'- 
biphenyl ] - 2 - sul f onamide ; 

35 16. N-(3,4-Dimethyl-5-isoxazolyl)-4'-(2- 

oxazolyl) [1,1':2',1'' -terphenyl] -2 -sulfonamide; 



30 
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17 . N- ( 3 , 4 -Dimethyl-S-isoxazolyl ) -3 • • - ( 1-methylethyl ) - 
4 • - (2-oxazolyl) [1. 1 ' : 2 M • • -terphenyl] -2-sulfonainide; 

18 . N- (3 , 4-Dimethyl-5-isoxa201yl) -4 • ' - (l-methylethyl) - 
4 • - (2-oxa2olyl) [l.l':2M" -terphenyl] -2 -sulfonamide ; 

5 19. N-(3,4-Dimethyl-5-isoxazolyl)-2'-[ (2- 

me thy Ipropoxy) methyl] -4 • - (2-oxazolyl) [1,1- -biphenyl] -2- 
sulfonamide (see Exaihple 56); 

20. N-(3,4-Dimethyl-5-isoxa2olyl)-2'-[2- (1- 
methylethoxy) ethyl] -4 ' - {2-oxa2olyl) [1,1' -biphenyl] -2- 

10 sulfonamide; and 

21. N-{3,4-Dimethyl-5-isoxazolyl)-2'-t2-[(l- 
methylethyl) sulfonyl) ethyl] -4 ' - (2-oxazolyl) [1,1 ' -biphenyl] - 
2 - sul f onamide . 
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15 



20 



25 



f t mrnTl-T l>n i«-l>i»»ha,ivn-?-Yll«etnYn-W-(3,- 




in-«r^» «Y^fc^"yv>^^^^v^T ' - r r (A- 

^ ri. T - blphe nYn-:^-ff^^ l <?<^aft»^^^ 

After briskly stirring a mixture of the title conpound 
of Step (F) of Exanple 21 (150 mg; 0.35 nunol) , isopropylanxne 
(0 09 ml; 1.06 mmol) , acetic acid (0.12 ml; 2 rmol) and ^ A 
lolecula; sieves (1 g) in 3.5 ml of CH3CI. for 1 hour at room 
tenperature. sodium triacetoxyborohydride ^^J-^ 
was added. After stirring 18 hours at room ^^^^^ 
reaction mixture was filtered through celxte ^^^J^^^^^,", 
was diluted with 25 ml of CH2CI2 and washed wxth water (25 ml) 
followed by brine (25 ml) . Drying (MgS04) and concentratxon 
afforded 159 mg (96%) of the title compound of this step as a 
tan solid. (The title compound contained -30 mol% acetxc 
acid. ) 

IH »R (CDCl,). S 0.92 (d, J= 6.5 Hz. 3H) , 1.00 (d. J= 6.5 
H.. 3H), 1.86 (s, 3H,. 2.10 <s. 3H, . '-l^ ^»>' f 

a= 13 HZ. IH), 4.04 (d. J- 13 HZ. IH) . 7.10 

IH,. 7.21 ,s. IH). 7.39 IH. , 7.47 ^H'^J " " »' ' 

« ,T ^^^\ fi HA fd J= 7 . 5 HZ , In), o.XX 

30 7.98 (dd, J= 1.5, 8 Hz, IH) , 8.08 la, o 
(d, J= 1.5 Hz, IH) . 
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B. N>rr2'-rrf3,4-Dim tlivl-5- 

ieoxazolvllamlnol aulfonvll -4- f 2> 
oxazolvl) ri,l'-blph nvl1-2-vnmftt :livn-lg- 
5 (l->methvlathvl) -2,2-dlmethvlprQ oanamia« 

Pivaloyl chloride (0.022 ml; 0.18 mmol) was added to a 
solution of the title compound of Step (A) (75 mg; 0.16 mmol) 
and triethylamine (0.050 ml; 0.36 mmol) in 2 ml of CH2CI2 at 
0°C. After warming to room tenperature and stirring 18 

10 hours, additional amounts of pivaloylchloride (0.022 ml; 0.18 
mmol) and triethylamine (0.050 ml; 0,36 mmol) were added. 
The reaction mixture was stirred 1 hour and concentrated to 
dryness. The crude oil was stirred for 18 hours in a mixture 
of 2 ml of methanol (MeOH) and 1 ml of 0. 5M K2CO3 solution. 

15 This mixture was partitioned between CH2CI2 (25 ml) and 
saturated KHSO4 solution (25 ml) . The aqueous layer was 
extracted with CH2CI2 (2 x 15 ml) and the combined organic 
layers were dried (MgS04) and concentrated. The residue was 
chromatographed on a 2.5 x 15 cm silica gel column eluted as 

20 follows: IL 5% MeOH/ethyl acetate (EtOAc) ; IL 10% MeOH/EtOAc; 
0.5L 15% MeOH/EtOAc aiid 0.5 L 20% MeOH/EtOAc. The pure less 
polar fractions were concentrated to a solid residue that was 
recrystallized from EtOAc/hexanes (Hex) to afford 35 mg (40%) 
of the title coirpoiond of this Exanple as a colorless 

25 crystalline solid, mp 205-207*'C. 

Example 44 

W- r r2 ' - r r (3 . 4-Diinethvl-5-isoxazolvl ) aminol gulf o nvll >4> 
( 2 -px^gQlvl ) r 1 , 1 ' -biphanvl 1 - 2 - vll mathvl 1 -M- ri- 

30 mythYl»thY^)pgpPA»AmA4^ 
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The more polar fractions obtained from the 
chromatography of Exait5>le 43 were concentrated to afford the 
title product of this Example as white powder, ntp 145-155«C 
(dec. ) . 



10 



Examnla f*; 

H ( ? « 2 1 ^ - tri f l yorofithyl ) ami nm math^i i r ^ . i . -hit>h>..Yl 1 



15 




and 



20 



'T-(3r4-DilBe1;hv2-.'>-i8oxazolvH-A»-fa . o«M«a'in..T^-;{.- 
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•HCI 



After briskly stirring a mixture of the title compound 
of Step (F) of Example 21 (150 mg; 0,35 mmol) , 2,2,2- 
5 trif luoroethylamine (0,085 ml; 1.06 ramol) , acetic acid (AcOH) 
(0,12 ml; 2 mmol) and 3A molecular sieves (1 g) in 3.5 ml of 
CH2CI2 for 1 hour at room tCTperature, sodium 

triacetoxyborohydride (225 mg; 1.06 mmol) was added. After 
stirring 18 hours at room temperature, the reaction mixture 

10 was filtered through celite and the filtrate was diluted with 
25 ml of CH2CI2 and washed with water (25 ml) followed by 
brine (25 ml) . Drying (MgS04) and concentration afforded a 
light yellow residue. This residue was partitioned between 
ether (30 ml) and water (30 ml) . The organic layer was 

15 washed with water (30 ml) and brine (30 ml) . Drying (MgS04) 

and concentration afforded 170 mg (96%) of the free base 
title coznpound of this Exaii¥)le as a light yellow oil. The 
free base was dissolved in ether and -2 ml of ethereal HCl 
was added. The resulting precipitate was filtered and dried 
20 to afford 160 mg (83%) of a white powder. A 45 mg portion of 
this powder was stirred rapidly in ether for 18 hr. 
Filtration and drying afforded 28 mg of the monohydrochloride 
title compound of this Example as a white powder, m.p. = 145 
- 165^C (dec) . 

25 

r r2 ' - r r r a ,4^Dimiithvl-S-lBoxiLgQlvll amlnol gulf onvn -^A- 
( 2 -exmzQlvl W 1 , 1 ' -blphenvl 1 > 2 ^ vl 1 metlivl 1 f 2 - 2 , !a ^ 

30 
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Pivaloylchloride (0.035 ml; 0.25 inmol) was added to a 
solution of the monohydrochloride title compound of Example 
45 (100 mg; 0.20 mmol) and triethylamine (0.105 ml; 0.75 
mmol) in 2 ml of CH2CI2 at O'C. After warming to room 
temperature and stirring 18 hours, the reaction mixture was 
partitioned between EtOAc (30 ml) and saturated KHSO4 
solution (30 ml) . The organic layer was washed with 
saturated KHSO4 solution (30 ml) followed by brine (30 ml) . 
Drying (MgS04) and concentration afforded a crude residue 
that was chromatographed on a 2.5 x 18 cm silica gel column 
using 40% EtOAc/Hex as the mobile phase. The pure fractions 
were concentrated to a white solid that was recrystallized 
from EtOAc/Hex to afford 76 mg (66%) of the title con5)ound of 
this Example as a colorless crystalline solid, rap 146-147*C. 

Analysis calc. for: C28H29F3N4O5S: 

C, 56.94; H. 4.95; N, 9.49; 

Found: C, 56.88; H, 4.89; N, 9.32. 

Kl- f 3 . 4-Di » .^t.>.^l-S-i«o«agolvl> - 4 ' - (a-OXftgglY l > - ? ' - (?- 
^»««ftlvlmat:b ^l^ fl . 1 ' -hlahanvll .2-gulf onamldg 
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A. 2-Bromo-5- (2-oxa2olvl > -benzen^ acetonlfcylla 

To a boiling solution of 2-- [4-bromo-3- 
5 (bromomethyl) phenyl ]oxa2ole (3*17 g, 10 iranol, prepared as 
described in Step (C) of Example 21) in 10 ml 95% EtOH, KCN 
(1.04 g, 16 mmol) in 2.5 ml H2O was added portions through 

the refliix condenser. The mixture was refluxed for 45 min, 
amd concentrated. 100 ml EtOAc was added and the mixture was 
10 washed with H2O and brine, dried and concentrated. The 

residue was chromatographed on silica gel using 3:1 
hexane/EtOAc to afford the title compound of this step (2.11 
g, 80%) as a white solid. 

15 B. 2-Bromo-5- (2-oxazclvl 1 benzeneacatic acia 

The title compound of Step (A) (500 mg, 1.9 mmol) was 
added into a solution of 2 g KOH in 10 ml 95% ethanol (EtOH) . 
The reaction was refluxed for 1.5 h. After cooling, the 
mixture was acidified with aq. NcaiS04 to pH<4, extracted with 

20 EtOAc. The combined organic extracts were washed with brine, 
dried and concentrated to afford the title compound of this 
step as a white solid. 

C. 2 -Bromo- 5 - f 2 -oxazolvl > banzaneacatevl 
25 chloride 

To the title conpound of Step (B) and 0.048 ml 
dimethyl formamide (DMF) in 19 ml CH2Cl2# oxalyl chloride (2M 
in C:H2Cl2' 2.38 ml, 4.75 mmol) was added. The reaction was 
stirred at room tenperature for 1 hour and concentrated to 
30 give the title coir^oimd of this step as a gum. 

-127- 



BNSDOCID: <WO ^9729748A1J_> 



10 



15 



20 



25 



A mixture of the title conipound of Step (C) . lH-1,2,3- 
triazole (144 mg, 2.1 itrniol) and K2CO3 (1.3 g. 9.5 mmol) in 
3 8 ml sulfolane was heated at 140«C for 3 hrs. After 
cooling, 30 ml H2O was added and the mixture was extracted 
with 1-1 EtOAc/hexane. The combined organic extracts were 
washed with H20 and brine, dried and concentrated. The 
residue was chroroatographed on silica gel using 3:1 
hexane/EtCXAc to afford the title compound of this step (256 
mg, 44% for three steps) . 



30 



TO a solution of 2-borono-N- (3, 4-dimethyl-5- 
isoxazolyl) -N- { ( 2 -methoxyethoxy) methyl] -benzenesulf onamide 
(472 mg, 1.3 mmol, prepared as described in Step (B) of 
Exanple 1), the title compound of Step (D) of this ^-P^- 
(250 n^, 0.82 nonol) in 8 ml of toluene and 6.4 ml 
under argon, tetrakis (triphenylphosphine) palladium (0) (95 mg, 
0.082 mmol) was added and followed by 4.8 ml of 2M ag. sodxum 
carbonate. The reaction mixture was heated at 75-C for 4 hrs. 
cooled and diluted with 50 ml of EtOAc. ^^^/^^^^^^^"^ 
was separated and washed with 10 ml H2O and 10 ml brxne. 
dried and concentrated. The residue was chromatographed on 
silica gel using 1:2 hexane/EtOAc to afford the title 
compound of this step (47 mg. 10%) as a colorless gum. 
Rf=0.17, silica gel. 1:2 Hexane/EtOAc. 



35 ^^p>.«,.^n-?-imlf9namj.a« 
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To a solution of the title coitipoiind of Step (E) (46 
ing, 0.081 nanol) in 3 ml of 95% EtOH, 3 ml of 6N aq. HCl was 
added and refluxed for 1 hr- The reaction mixture was 
concentrated and the pH of the solution was adjusted to 8 
using acjueous sodixim bicarbonate solution • It was then 
reacidified to pH 5 with aq. NaHS04, extracted with EtOAc. 
The combined organic extracts were washed with H2O and brine, 
dried and concentrated. The residue was purified by- 
preparative HPLC on an ODS SIO column using 3 6% solvent A 
(10% MeOH, 90% H2O, 0.1% trif luoroacetic acid (TFA) ) and 64% 
solvent B (90% MeOH, 10% H2O, 0.1% TFA) to provide the title 
compound of this Example (18 mg, 47%) as a white solid, m.p. 
88-95''C (amorphous) . 

2 ' - (Cvqinomethvl) "N- (3.4-dlmet:livl-5>-ifloxa 2olvl^ >4 ■ - f 2- 
OXftgQlvl) tl, 1 » -blphenvll -2-Bttlf ooamiaa 



A. 2 ■ ■ (Cvanomethvl ) -W- / 3 , 4 >dlmetlivl-S^ 

iaoxazolvl^ -M- T C2^mat:lioxvet:lio3cv)matlivn > 
4 ' > f 2 -oxagQl vl W 1 , 1 ' ^blphanirl 1 -2 > 

To a solution of 2-borono-N- (3 , 4-dimethyl-5- 
isoxazolyl) -N- [ ( 2 -methoxyethoxy) methyl ] -b^zenesulfonamide 
(522 mg, 1.36 mmol, prepared as described in Step (B) of 
Example 1), 2-bromo-5- (2-oxazolyl)benzeneacetonitrile (275 
mg, 1.05 mmol, prepared as described in Step (A) of Exanqple 
47) in 10 ml of toluene and 8 ml of 95% EtOH imder argon. 
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tetrakis(triphenylphosphine)palladium(0) (121 mg, 0.105 mmol) 
was added and followed by 6 ml of 2M aq. sodium carbonate. 
The reaction mixture was heated at VS'C for 4 hrs, cooled and 
diluted with 50 ml of EtOAc. The organic liquid was separated 
and washed with 10 ml H2O and 10 ml brine, dried and 
concentrated. The residue was chromatographed on silica gel 
using 4:5 hexane/EtOAc to afford the title coirpound of this 
step {235 mg, 43%) as a colorless gum. Rf=0.43, silica gel, 

2:5 Hexane/EtOAC. 



B. 2 ■ - f Gvanomatelivll -H- f 3 . 4-dingtbYl-5- 
* «r>«««olvl W4 ' - ( 2 -OXftgplYl 

TO the title coitpound of Step (A) (230 mg, 0.44 mmol) in 
15 4.4 ml CH3CN at CC, trimethylsilyl chloride (MeaSiCl, 287 
mg, 2.64 mmol) was added and followed by Nal (396 mg, 2.64 
mmol) . The reaction was stirred at room temperature for 2.5 
hrs. 5 ml H2O and 50 ml EtOAc were added. The organic layer 
was washed with 5 ml sat. Na2S203, and 5 ml brine, dried and 
20 concentrated. The residue was purified by preparative HPLC on 
an ODS SIO column using 39% solvent A (10% MeOH, 90% H2O, 
0.1% TFA) and 61% solvent B (90% MeOH. 10% H2O, 0.1% TFA) to 
provide the title compound of this Example (58 mg, 43%) as a 
white solid, m.p. 103-110*'C (amorphous) . 



30 
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*• W- f 3,4-Dimqthvl-5-lBoxa gQlvH-2 .-1^- 
me thoxvathenvl 1 -N- r f 2 - 
inathoxvethoacv^mefchvn - 4 '-12- 
QX»zolYl ) 1 1 , 1 ' -biphanvn -2 -Biilf QBmmia^ 

To (methoxymethyl) triphenylphosphonium chloride (1.22 
g, 3.56 mmol) in 18 ml tetrahycSrofuran (THF) at -78*C, 
lithium diisopropylamide (LDA)/THF (1.5 M in cyclohexane, 
2.73 ml, 4.09 mmol) was added. The mixture was warmed to 0°C 
and stirred for 20 min. It was then cooled to -78'C and N- 
(3 , 4-dimethyl-5-isoxazolyl) -2 ' -formyl-N- [ (2- 
methoxyethoxy) methyl] -4 • - (2-oxazolyl) [1,1' -biphenyl] -2- 
sulfonamide (910 mg, 1.78 mmol, prepared as described in Step 
(E) of Exanple 21) in 5 ml THF was added dropwise. The cold 
bath was removed said the reaction was stirred at room 
temperature for 1 hour and 15 min. 30 ml sat. NH4CI was added 
and the mixture was extracted with 3 x 50 ml EtOAc. The 
combined organic extracts were washed with H2O and brine, 
dried and concentrated. The residue was . chroma tographed on 
silica gel using 5:7 hexane/EtOAc to afford the title 
conpound of this step (873 mg, 91%) as a colorless gum. 

B. W- ( 3 . 4 -Dlnefchvl- 5 - 1 aoxago lvl i - 2 ' - 
(formvlmetlivl r f 2~ 

mefchoxve t hoxv > me t hvl i - 4 » - f 2 - 
oxagQlvl) n.l' -biplienvl1- 2-aulfoni^inl«g^ 

To the title compound of Step (A) (870 mg, 1.61 mmol) 
in 20 ml dioxane, a solution of p-toluenesulfonate (TsOH) in 
30 5 ml H2O was added. The reaction mixture was refluxed for 4 
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hrs. After cooling, 100 ml EtOAc was added and the organic 
layer was washed with H2O and brine, dried and concentrated. 

The residue was chromatographed on silica gel using 1:1.5 
hexane/EtOAc to afford the title compound of this step (535 
5 mg, 63%) as a colorless gxun. 

C. 2 * - r r f 3 , A-Dimethvl-5-isoxazolvll t (2- 
methoxva thoxv^methvll aminol sulf-onvll -4- 
(2-cxa2o lvH ri. 1 ' -biphenvll -2-acQtlc a£id 

10 To the title compound of Step (B) (300 mg, 0.57 mmol) 

and H2NSO3H (111 mg, 1.14 ramol) in 11.4 ml THF at O^^C, an 
ice cooled solution of NaC102 (103 mg, 1.14 mmol) in 11.4 ml 
H2O was added. The mixture was stirred at 0°C for 2 min. 60 
ml CH2CI2 was added. The organic layer was separated and 

15 washed with H2O and brine, dried and concentrated to afford 
the title compovind of this step, which was relatively pure 
and was used in the next step without further pxirif ication. 

D. (1 . l-Dlmathvlat hvl ) -2 « - f f 1 3 . 4 -dimethyl- 
20 S-laoxazolvll f (2- 

natboxva tliexvlmatlivll aminol sulf -onvll -4- 
f2-Qxazolvl) ri. 1 ■ -biphanvll -2-acata»lde 

To the title compound of Step (C) (85 mg, 0.16 mmol) 
and 0.004 ml DMF in 1.6 ml CH2CI2, oxalyl chloride (2 M in 
25 CH2CI2. 0.20 ml, 0.40 mmol) was added. The mixture was 

stirred at room temperature for 0.5 hr and concentrated. To 
the residue, 2 ml CH2CI2 and tert-butylamine (t-BuNH2, 69 mg, 

0.94 mmol) were added. The reaction was stirred at room 
temperature overnight, diluted with EtOAc, washed with H2O 

30 and brine, dried and concentrated. The residue was 

chromatographed on silica gel using 1:2 hexane/EtOAc to 
afford the title comopund of this step (45 mg, 48%) as a 
colorless gusa. 
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( 1 « 1-Dimethvlethvl I -2 ■ - r f # 3 . 4 -dlm^fc Wl - 
5 -Isoxazelvl S amlnel -aii lf onvl 1 .4- / 2- 
OXagQlvl ) r 1 . 1 ' -blphanvl 1 -2 -aeateamid^ 

To a solution of the title coit?)ovind of Step (D) (45 mg, 
5 0.075 mmol) in 3 ml of CH3CN, MeaSiCl (41 mg, 0.38 mmol) was 
added and followed by Nal (57 mg, 0.38 mmol). The mixture was 
stirred at room temperature for 1.5 hrs. Additional MeaSiCl 
(32 mg, 0.3 mmol) and Nal (46 mg, 0.3 mmol) were added in 
twice after stirred for 30 min and 1 hr. 3 ml H2O and 30 ml 

10 EtOAc were added. The organic layer was washed with sat. 
Na2S203, brine, dried and concentrated. The residue was 
purified by preparative HPLC on an ODS SIO column using 33% 
solvent A (10% MeOH, 90% H2O, 0.1% TFA) and 67% solvent B 
(90% MeOH, 10% H2O, 0.1% TFA) to provide the title compound 

15 of this Exaii5>le (23 mg, 60%) as a white solid, m.p. 117-123°C 
(amorphous) . 

BlfiWIBPll* 

a ■ - [ r (?, 4-Diwethvl-5-i«oxazelvHMiliiQlBulfonvn - w. w. 




A-* 2' - t r C3.4-Dlmatehvl-5-l« QaragQlvH ffg- 
25 m»thoxvthoxv)mat:hvnanlBo1 anlg-o nvll -M.w- 

di»»thYl-4- (2"Oxazolvl 1 ri. 1 ' -bl^ hanvn .2- 

To 2 • - t [ (3 , 4-dimethyl-5-isoxazolyl) [ (2- 
methoxyethoxy) methyl] amino] sulf onyl] -4- (2-oxazolyl) [1,1*- 
30 biphenyl]-2-acetic acid (90 mg, 0.17 mmol, prepared as 
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described in Step (C) of Example 49) and 0.008 ml DMF in 3.3 
ml CH2C12, oxalyl chloride (2 M in CH2CI2, 0.21 ml, 0.42 
mmol) was added. The mixtvire was stirred at room tenqoerature 
for 0.5 hr and concentrated. To the residue 3.3 ml THF and 1 
ml 40% aqueous dimethylamine were added. The reaction was 
stirred at room tenperature for 2 hrs and concentrated. 30 ml 
EtOAc was added and the organic liquid was washed with H2O 
and brine, dried and concentrated. The residue was 
chromatographed on silica gel using EtOAc to afford the title 
compound of this step (77 mg, 82%) as a colorless gum. 

B. ?«-r r f3.4-Piiii>thYl"5- 

4 «»«iLzolvT >««lno1 sr i f onvH -W. W-di»et:hYl-4- 
(;>-^^y ^ftlirH r i - 1 « -blohenvn 

To a solution of the title compound of Step (A) (77 mg, 
0.135 mmol) in 4.5 ml of CH3CN, MesSiCl (74 mg, 0.68 mmol) 
was added and followed by Nal (101 mg, 0.68 mmol) . The 
mixture was stirred at room temperature for 0.5 hr. 
Additional MesSiCl (60 mg, 0.54 mmol) and Nal (82 mg, 0.54 
mmol) were added in two portions and the mixture was stirred 
for an additional 1.5 hr. The mixture was then added to 5 ml 
H20 and 50 ml EtOAc. The organic layer was washed with sat. 
Na2S203, brine, dried and concentrated. The residue was 
purified by preparative HPLC on an ODS SIO column using 43% 
solvent A (10% MeOH, 90% H2O, 0.1% TFA) and 57% solvent B 

(90% MeOH, 10% H20, 0.1% TFA) to provide the title compound 
of this Exair«)le (40 mg, 62%) as a white solid, m.p. 89-96*>C 

(amorphous) . 

ff.r^eiopr ^rr-^-i -M- r f 2 ' - r r (3 . A>diwt>^Y3,-5- 
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A. 2' - [ (Cvclopropvlamino>m etlivn >M-(3>4^ 
dimethvl-5-ieoxa2olvl> -4 « - (2-> 

5 OXRgQlvl ) r 1 . 1 ' -biphenvl 1 -2 - aul f onaml d<> 

After briskly stirring a mixture of N- (3, 4 -dimethyl- 5- 
isoxazolyl) -2 ' -f onnyl-4 ' - {2-oxa2olyl) [1,1' -biphenyl] -2- 
sulfonamide (300 mg; 0.71 mmol, prepared in Step (F) of 
Example 21), cyclopropylamine (0.15 ml; 2.12 mmol) , AcOH 
10 (0.24 ml; 4 mmol) and 3A molecular sieves (2 g) in 7 ml of 
CH2CI2 for 1 hour at room tenperature, sodium 

triacetoxyborohydride (450 mg; 2.12 mmol) was added. After 
stirring 18 hours at room temperature, the reaction mixture 
was filtered through celite and the filtrate was diluted with 
15 25 ml of CH2CI2 and washed with water (25 ml) . Drying (MgSO- 
4/Na2S04) and concentration afforded a residue that was 

chromatographed on a 2.5 x 15 cm silica gel column using 1000 
ml 2.5% MeOH/CH2Cl2 and 500 ml 5% MeOH/CH2Cl2 as the mobile 

phase. Concentration of the pure fractions afforded 83 mg 
20 (25%) of the title coit5>ound of this step as a white powder. 

B. N-Cvclopropvl^N-f 12 ■ - T F f 3 , 4 -dimethvl^S- 
^T9?^^«Q^Y?.>ffilft^po1 -gul f onvll -4> (2- 
Qxazol vl ) r 1 > 1 ' -blphanvl 1 - 2 - vl 1 nathvl 1 - 2 ^ 

25 |iiathY3lPggPB.nftiHl<l» 

Isobutyrylchloride (0.022 ml; 0.21 mmol) was added to 
a solution of the title compound of Step (A) (78 mg; 0.17 
mmol) and triethylamine (0.060 ml; 0.42 mmol) in 1.5 ml of 
CH2CI2 at room temperature. After 1 hour, the reaction 

30 mixture was partitioned between EtOAc (25 ml) and water (25 
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ml) . The organic layer was washed with saturated KHSO4 (2 x 
25 ml), brine (25 ml), dried {MgS04) and concentrated, ifl NMR 
of the crude residue indicated the presence of "bis-acylated 
material" resulting from acylation of the sulfonamide. The 
"bxs-acylated- material decomposed to desired product on 
treatment with silica gel. The bulk of the residue was 
loaded onto a 2.5 X 10 cm silica gel column packed in 
EtOAc:Hex, 6:4. After 1 hour, the column was eluted with 
1000 ml of EtOAc:Hex, 6:4, 500 ml EtOAc:Hex, 8:2 and 500 ml 
EtOAc. The pure fractions were concentrated to afforded a 
yellow oil that was triturated with hexane to give 28 mg 
(31%) of the title compound of this Example as white powder 
mp 110-120«C. 

Example g? 

y- (3 , 4-Pi , m?thvl«s-l >»o3rM««i yT > - 2 ■ - r r n - 




A suspension of 71 mg of N- (3, 4-dimetlr/l-5- 
isoxazolyl ) -N- [ (2-methoxyethoxy)metlvll -2 • - [ [ (1- 
methylethyl) aminojmethyl] -4 ' - (2-oxa2olyl) [1,1' -biphenyl] -2- 
sulfonamide (prepared as in Step (A) of Exaxaple 43) was 
heated to reflux in ~3 ml of EtOAc. MeOH was added dropwise 
until complete dissolution occurred. Hexane was added to the 
hot mixture to the point of slight turbidity. After cooling 
to room teirperature and standing several hours, the crystals 
were filtered and dried to afford 39 mg (55%) of the title 
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compound of this Example as a colorless crystalline solid, 
mp 225-228'*C (Darkened at 200**C) 

Example 53 

5 [ ' - r [ ( 3 > 4-Dlmet;liVl"S-iaoxa20lvl ) amino! g ulf oitvl i 

(?-oxftzo lYl) ri, 1 ■ -bip he nv ll -2-vnmel:livn 
methvlcvclopropanae^gb oxamida 




Cyclopropionyl chloride (0.025 ml; 0.263 nunol) was 
added to a solution of (3 , 4-dimethyl-5-isoxazolyl) -2 ' - 
t (methylamino) methyl] -4 ' - (2-oxazolyl) [1,1* -biphenyl] -2- 
sulfonamide, monohydrochloride (100 mg; 0.21 mmol, prepared 
as in Step (A) of Exanple 28) and triethylamine (0.090 ml; 
0.63 mmol) in 1 ml of CH2CI2 at room temperature. After 1 
hour, the reaction mixture was partitioned between EtOAc (20 
ml) and water (20 ml) . The organic layer was washed with 
saturated KHSO4 (20 ml), water (20 ml), brine (20 ml), dried 
(MgS04) and concentrated. The residue was chromatographed on 
a 2.5 X 12 cm silica gel column using EtOAc:Hex, 4:1 as the 
mobile phase. The pure fractions were concentrated to afford 
88 mg of bis-acylated material (as seen in Example 51) as an 
oil. The oil was dissolved in MeOH (2 ml) and 0.5M Na2C03 was 
added. After stirring for 1 hr at room temperature, the 
reaction mixture was acidified with saturated KHSO4 solution 
and extracted with EtOAc (20 ml) . The organic layer was 
dried (MgS04) and concentrated. The residue was 

chromatographed on a 2.5 x 10 cm silica gel column using 
EtOAc as the mobile phase. The pure fractions were 
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concentrated to afford 33 mg (31%) of the title coinpound of 
this Example as a white powder, mp 92-102'C. 
(Note: This coitpound exists as a -3:1 mixture of rotomers as 
a solution in CDCI3 at room teitperature . ) 

pxMmla 54 



>CF3COOH 




Sodium cyanoborohydride (51 xng; 0.76 mmol) was added 
to a solution of N-(3,4-dimethyl-5-isoxazolyl)-4'-(2- 
15 oxazolyl)-2'-[t(2,2,2-trifluoroethyl)amino]methyll [1,1'- 
biphenyl)-2-sulfonamide, monohydrochloride (138 mg; 0.254 
nunol, prepared as in Example 45) and 37% formaldehyde 
solution (0.21 ml; 2.54 mmol) in 1.2 ml of acetonitrile at 
room temperature. A vigorous and exothermic evolution of gas 
20 was observed. After the reaction cooled back to room 

temperature, 25 jll of AcOH was added and the reaction mixture 
was stirred 2 hours. After partitioning the reaction mixture 
between EtOAc (30 ml) and saturated NaHCOa solution (30 ml), 
the aqueous layer was extracted with EtOAc (15 ml) . The 
25 combined organic layers were washed with brine (15 ml) , dried 
(MgS04) and concentrated. The residue was chromatographed on 
a 2.5 X 15 cm silica gel column, using EtOAc :Hex, 3:1 as the 
mobile phase. The purest fractions were concentrated to 
afford 88 mg of partially purified material. 
30 Rechromatography on a 2.5 x 10 cm silica gel column, using 
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EtOAc:Hex, 1:1 as the mobile phase afforded little 
purification. The purest fractions were concentrated and the 
residue was subjected to preparative HPLC (Flow rate= 35 
ml/min.; 30 x 500 mm s-10 ODS-120A column, using a stepwise 
gradient from 69% MeOH/H20 +0.1% TFA to 85% MeOH/H20 +0.1% 
TEA in 2% increments at 5 min. intervals) .The pure fractions 
were concentrated and lyophilized to afford 41 rag (25%) of 
the title compound of this Example as a white powder. np 
49-60°C. 

Exampla 5^ 

N-f r2 ' - r [ (3>4-pimethvl-5-iBoxagol v ^Hami»iQl anlfoBvi i 
(^-o?CftgqAYl> n .l'-biphenvn-2-v>n methv!n-3.?t,^- 
tffi^lupr<?-N-iBethvlpropanamldii 




l-Ethyl-3- [3- (dimethylamino ) propyl ] -carbodiimide 
hydrochloride (EDC, 50 mg; 0.26 mmol) was added to a solution 
of N- (3 , 4-dimethyl-5-isoxazolyl).-2 ' - [ (methylamino) methyl] -4 ' - 
(2-oxazolyl) [1, 1 ' -biphenyl] -2-sulfonainide, monohydrochloride 
(100 mg; 0.21 inmol , prepared as in Step (A) of Example 28), 
N-methylmorpholine (0.80 ml; 0.73iranol), 3,3,3- 
trifluoropropionic acid (33 mg; 0.26 mmol), and 
hydroxybenzotriazoie (HOST, 40 mg; 0.26 mmol) in EMF at 0*C. 
After IB hours at room temperature, the reaction mixture was 
partitioned between EtOAc (30 ml) and water (30 ml) . The 
organic layer was washed with saturated KHSO4 (2 x 30 ml) , 
water (30 ml), brine (30 ml), dried (MgS04) and concentrated. 
The residue was chromatographed on a 2.5 x 12 cm silica gel 
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column using 1000 ml EtOAciHex, 3:1 cuid 500 ml EtOAc as the 
mobile phase. The pure fractions were concentrated to afford 
49 mg (43%) of the title compound of this Example as a white 
powder, mp 85-100**C. 
5 (Note: This compoxmd exists as a -2:1 mixture of rotomers as 
a solution in CD3OD at room temperature.) 

( 3 , A-Dlmethvl-S-lBOxazolvH -2 « f C 2- 
10 mefclivlpr opoxv^metlivn -4 ' f 2-oxazolvl) Tl, 1 « -^biphenvll 

2 - Bul f onamide 




15 A. ra ■ 4^Dlmet:lxvl-5-isoxazolvl) -N- [ (2- 

mftthQxvat:hoxv)methvn -2 ' - [ (2- 
mttt:hvlpropoxv)methvn -4 ' ■ (2- 
exazolvl) fl. 1 ' -bip henvll -2-8ulf onamide 

To a solution of 5 equiv. of 2 -methyl -1-propanol (102 
20 mg, 0.275 mmol) in 2 ml of dry DMF was added 2.5 equiv. of 
60% sodium hydride (27.5 mg, 1.375 mmol) under an argon 
atmosphere at room temperature. The reaction mixture was 
stirred for 0.5 hr. and then a solution of 2 ' - (bromomethyl) - 
N- (3 , 4-dimethyl~5-isoxazolyl) --N- [ (2-methoxyethoxy) -methyl] - 
25 4'-(2-oxazolyl) [l,l*-biphenyl]-2-sulfonamide (160 mg, 0.275 

mmol, prepared as in Step (B) of Example 57) in 0.5 ml of DMF 
was added. Tetrabutyl ammonium iodide (3.7 mg, 0.1 mmol) was 
added and the mixture was stirred overnight at room 
teitperature . The reaction was diluted with 8 ml of water and 
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extracted with ethyl acetate (3 x 10 ml) . The ethyl acetate 
extract was washed with 5% lithium chloride (2 x 20 ml), 
brine and dried over sodium sulfate. The crude material was 
purified on a Merck silica column eluting with 40% ethyl 
5 acetate/hexane yielding 24 mg (15%) of the title compound of 
this step as a colorless oil. The reaction was repeated on 
100 mg of 2'-(bromomethyl)-N-(3,4-dimethyl-5-isoxazolyl)-N- 
[ (2-methoxyethoxy)methyl] -4 ' - (2-oxazolyl) [1,1' -biphenyl] -2- 
sulfonamide to yield 18 rag (18%) of the title compoiind of 
10 this step. 

B. W- (3.4~Dimttthvl..S-l«aaMi zolvll > - f f 2- 
methvlprepoatv^mafchvn -A'-fa- 
PXftgQlvl) ri.l'-blphaBvl1-2— mfoBj^Mlai. 

A solution of the title confound of Step (A) (42 mg, 
0.074 mmol) in 0.4 ml of ethemol and 0.4 ml of 6 N HCl was 
heated at reflux (bath lOQoc) for 2.5 hrs. The reaction was 
concentrated to dryness, dissolved in ethyl acetate, washed 
with sodium bicarbonate, water, brine and dried over sodium 
20 sulfate. The crude product yras purified on a Merck silica 
column eluting with ethyl acetate yielding 12 mg of product 
as a colorless oil. The oily residue was lyophilized from 
dioxane to yield 10 mg (30%) of the title coiipound of this 
Exanple as a colorless solid, m.p. 86 to 98°C. 



25 



30 



Example 57 
N- (3.4-Dlmat:hvl-S-lB oxa2olvH -2 f r ^2- 
m^thYlpgQpvX YbvlI f onvl 1 methvl 1 -4 ' - f 2-oxmgolvl W 1 . l » - 

blphenvl 1 -2 -anl f o»ii»n< Am 
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TO a solution of the aldehyde N- {3.4-diinethyl-5- 
isoxazolyl) -2 • -f orniyl-N- 1 (2-methoxyethoxy) methyl] -4 • - (2- 
10 oxa20lyl)[l,l'-biphenyl]-2-sulfonaiaide (204 mg. 0.4 mmol, 

prepared as in Step (E) of Example 21) in 8 ml of methanol at 
Ooc under an argon atmosphere was added 1.1 equiv of sodium 
borohydride {19 mg, 0.5 mmol). The reaction was stirred at 
ooc for 2.5 hrs. and 2 ml of a saturated solution of sodium 

15 hydrogen sulfate was added. After stirring for 20 min. IN 
sodium hydroxide (20 ml) was added and the mixture extracted 
with ethyl acetate (3 x 20 ml) . The ethyl acetate extract 
was washed with water, brine and dried over sodium sulfate. 
The solvents were evaporated yielding 195 mg (95%) of the 

20 pure alcohol title compound of this step as a colorless oxl. 

B. a ' - ( y»^»««"« Tr hYl ^ -M- ^ 3 4 -fli methvJ, - g - 
H .- i; »-^Tf y«»iv>i> ri .v-bipln>nYn-a- 

25 ffyy,ffQnMlide 

To a solution of the title compound of Step (A) (190 
mg, 0.37 mmol) in 4 ml of dry DMF at Qoc under an argon 
atmosphere was added 1.5 equiv. of carbon tetrabromide (182 
mg, 0.548 mmol). followed by the addition of triphenyl 
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phosphine (144 mg, 0.548). The reaction was stirred at Qoq 
for 2.5 hrs, diluted with 20 ml of saturated sodium 
bicarbonate and extracted with ethyl acetate (2 x 25 ml) . The 
ethyl acetate extract was washed with 5% lithium chloride (2 
5 X 20 ml) , brine and then dried over anhydrous sodivim sulfate. 
The crude product was purified by column chromatography on 
silica eluting with ethyl acetate rhexane (1:1) yielding 165 
mg (78%) of the title compound of this step as a colorless 
oil which solidified on standing. 

10 

(3 . 4-Dlinethvl>S>igoxiiz oivi > r r?- 
inethoxvethox v)methvll -2 ' - f r f 2- 
nethvlpropvl) thiol ma thvn -4 ' - 
oxasQW) rX, 1 > -feiphenvll -2-8ulfonamlii^ 

15 

To a solution of 5 equiv. of 2 -methyl -1-propane thiol 
(125 mg, 1.39 mmol) in 1 ml of dry DMF was added 2.5 equiv. 
of 60% sodium hydride under an eargon atmosphere at room 
temperature. The reaction mixture was stirred for 0.5 hrs. 

20 and then a solution of the title compound of Step (B) (160 
mg, 0.278 mmol) in 1 ml of DMF was added. The reaction was 
stirred for 1 hr, diluted with 15 ml of water 
and extracted with ethyl acetate (3 x 20 ml) . The ethyl 
acetate extract was washed with 5% lithium chloride (2 x 30 

25 ml), brine and dried over sodium sulfate. The crude material 
was purified on a Merck silica column eluting with 40% ethyl 
acetate/hexane yielding 118 mg (68%) of the title compound of 
this step as a colorless oil. 

30 D. M> ( 3 . 4-Dimethvl -5-isoxazolvl > ^Kf- f 

methoxvethoxv^mathvn -2 ' - r r (2- 
m^thvlpropvl) attlfenvll mathyn -4 « > f 2- 

35 To a solution of the title compound of Step (C) (110 

mg, 0.188) in 1 ml of metheuiol at O^C was added an aqueous 
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slxirry of oxone (347 mg, 0.564 iranol) over 10 min. keeping the 
tenperature below IQoc. The reaction was stirred at room 
temperature for 2 hrs . , diluted with 5 ml of water and 
extracted with ethyl acetate (3 x 8 ml). The ethyl acetate 
extract was washed with brine and dried over anhydrous sodium 
sulfate. Evaporation of solvent yielded 112 mg (98%) of the 
title compound of this step as a colorless oil. 

E . N- f 3.4-Dln«thvl.5-lflQv« zolvl> -2 ' - T T f 2- 
methvlpropvUanlfoTivl Imethvll -4'-f2- 
OXagQlvl) ri. 1 ' -biphi^ nvn - 2-aulfonaiiiiaa 
A solution of the title compound of Step (D) (110 mg, 
0.18 ramol) in 1.75 ml of ethanol and 1.75 ml of 6 N HCl was 
heated at reflux (bath 100«>C) for 2.5 hrs. The reaction was 
concentrated to dryness, dissolved in ethyl acetate, washed 
with sodium bicarbonate, water, brine and dried over sodium 
sulfate. The crude product was purified on a Merck silica 
colijmn eluting with ethyl acetate yielding 40 mg of product 
as a colorless oil. The oily residue was lyophilized from 
dioxane to yield 36 mg (38%) of the title compound of this 
Exanqple as a colorless solid, m.p. 82 to 95<»C. 



Eacaarola SB 

W- t [a ■ - r [ (3. 4-PAM»tliYl-5-lsoxazolvl>anlnQl anl fonvll -4- 
( ? -PXft gpl Yl ) r 1 . 1 ' -blphenvl 1 - 2 . v^n «^teHvl 1 - 4 - f 
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To 2 • - [ (methylainino) methyl] -N- (3 , 4 -dimethyl- 5- 
isoxazolyl) -4 • - (2-oxazolyl) [1,1* -biphenyl] -2-sulfonainide, 
monohydrochloride (100 mg, 0.21 mmol, prepared as described 
in Step (A) of Example 28) and 4-f luorobenzoic acid (29*5 mg, 
5 0.21 mmol) in 0.3 ml of CH2CI2/ triethylamine (43 mg, 0.42 

mmol) and l-hydroxy-V-azabenzotriazole (31.6 mg, 0.23 mmol) 
were added and followed by 1, 3-diisopropylcarbodiimide (29.3 
mg, 0.23 mmol). The reaction was stirred at room temperature 
for 3 hrs and concentrated. The residue was purified by 
10 preparative HPLC on an ODS SIO column using 31% solvent A 
(10% MeOH, 90% H2O, 0.1% TFA) and 69% solvent B (90% MeOH, 
10% H2O, 0.1% TFA) to provide the title compound of this 
Example (60 mg, 51%) as a white solid, m.p. 125-135**C 
(amorphous) . 

15 

diff^thYlpropf^n^A^ff 

20 




To a solution of 0.12 g (0.29 mmol) of 2'- 
[ (methylamino) methyl] -N- (3 , 4-dimethyl-5-isoxa2olyl) -4 ' - (2- 
25 oxazolyl) [1, 1'-biphenyl] -2 -sulfonamide (prepared as described 
in Step (A) of Exaznple 28) in 5 mL of CH2Cl2# 0.037 g (0.348 

mmol) of isobutyryl chloride and 0.065 g (0.638 mmol) of 
triethylamine were added. The mixture was then stirred at 
room temperature for 12 hr and evaporated. The residue was 
30 purified by reverse phase preparative HPLC on a 30x500 mm ODS 



-145- 



10 



15 



20 



25 



PCT/US97/039S< 

SIO colu™ using 68% solvent B ,90% MeOH, 10% H,o, 0.1* TFA, 
and 32% solvent A (io» MeOH, 90% HjO, 0.1% TFA) . The 
appropriate fractions were collected and neutralized with 
aqueous sodiu™ bicarbonate to pH 7 «.d concentrated to 10 M.. 

bisulfate and the white solid was filtered and dried to 
provide 0.052 , ,35%, of the title co-pound of this Exa-^le 
as a white solid, m.p. 105-115»c. 




To 2 • - [ {inethylaiiiino)inethyl] -N- (3 , 4-dijn€thyl-5- 
xsoxazolyl, -4 • - (2-oxazolyl, [1,1- -biphenyl] -2-sulf onaraide, 
monohydrochloride (25 rng, 0.053 lamol, prepared as described 
in Step (A) of Exaitple 28), triethylamine (13.3 mg, 0 13 
mmol) was added and followed by 2-fluorobenzoyl chloride (8 3 
mg, 0.053 mmol). The reaction was stirred at room temperature 
ovemxght and concentrated. The residue was purified by 
preparative HPLC on an ODS SIO column using 29% solvent A 
(10% MeOH, 90% H2O, 0.1% ^A) and 71% solvent B OoHeOH 
10% H20, 0.1% TFA) to provide the title confound of this ' 
Example (20 mg, 68%) as a white solid, m.p. 127-1370c 
(amorphous) , 
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W- [ r? ' - r r (?>4-Di^nethv^-s-i8oxa2olvl^amlIlo^anlg o llvn-4- 
(2-o3{»2ff^Y^) n. 1 ■ -biphenvll -2-vl1inethvl1 -3-£luQgQ-M- 

metehvlb nzamlda 

5 




To 2 • - [ (methylamino ) methyl J -N- (3 , 4-diinethyl-5- 
isoxazolyl) -4 ' - (2-oxazolyl) [1,1- -biphenyl] -2-sulf onamide, 

10 monohydrochloride (25 mg, 0.053 mmol, prepared as described 
in Step (A) of Exair^le 28), triethylamine (13.3 mg, 0.13 
mmol) was added and followed by 3-f luorobenzoyl chloride (8.3 
mg, 0.053 mmol). The reaction was stirred at room temperatture 
overnight and concentrated. The residue was purified by 

15 preparative HPLC on an ODS SIO column using 29% solvent A 
(10% MeOH, 90% H2O, 0.1% TFA) and 71% solvent B (90% MeOH, 
10% H2O, 0.1% TFA) to provide the title compound of this 
Exait5>le (18 mg, 61%) as a white solid, m.p. 125-135*0 
(amorphous) . 

20 

BasaBDlfl__£2 

W- ( 3 . 4 -Dlmethvl -S-lao«a«olvl I -2 ■ - f fmafclivl 1 2 - 
biphenvll -2-Bnl£oBamlaa 

25 



-147- 



PCT/US97/03956 




10 



15 



20 



25 



After briskly stirring a mixture of N- (3 , 4-dimethyl-5- 
asoxazolyl) -2 • -forrvl-4 ' - (2-oxazolyl) f l, i • -biphenyl] -2- 
sulfonamide (100 mg; 0.24 ^nrnwl; prepared as in Step (f) of 
Exainple 21), isobutylmethylamine (0.087 ml; 0.71 nnnol) AcOH 

of'cH ^' molecular sieves (670 mg) 'in 2 ml 

Of CH2CI2 for 1 hour at room ten^jerature , sodium 

triacetoxyborohydride (150 mg; 0.71 mmol) was added. After 
stirring 18 hours at room tenperature, the reaction mixture 
was filtered through celite and the filtrate was partitioned 
between EtOAc (40 ml) and saturated NaHCOa solution (20 ml) . 
The organic layer was washed with water (20 ml) followed by 
brine (20 ml) . Drying (Na2S04) and concentration afforded a 
residue that was chromatographed on a 2.5 x 12 cm silica gel 
column using a stepwise gradient of 300 ml e CH2CI2 to 5% 
MeOH/CH2Cl2 in 1% increments. The pure fractions were 
concentrated to afford 88 mg of the title compound of this 
Example as a white powder, rap 90-100»C. (Foamed at SO^C) . 

Example ^-^ 

4-civ3.<?ro-N- r r2 ' - r r f 1 ■ 4-di»e«.h^vi^ - 
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To 2 • - [ (methyleunino ) methyl ] -N- (3 , 4-dimethyl-5- 
isoxazolyl) -4 ' - {2-oxazolyl) [1,1' -biphenyl] -2-sulfonamide 
5 (24.1 mg, 0.055 mmol, prepared as described in Step (A) of 
Exan^le 28) and 4-chlorobenzoic acid (7.8 ing, 0.05 mmol) in 
0.5 ml of CH2CI2, 4-dimethylaminopyridine (6.7 mg, 0.055 
mmol) was added and followed by 1, 3-diisopropylcarbodiimide 
(6.9 mg, 0.055 mmol). The reaction was stirred at room 
10 tenperature for 18 hrs and concentrated. The residue was 

dissolved in MeOH, neutralized to pH>8 with aq. NaHCOs, and 
filtered. The filtrate was acidified to pH<5 with NaHS04, and 
filtered to provide the title compound of this Exanple (18 
mg, 62%) as a white solid, m.p. 122-132*0 (amorphous) . 

15 

N- (3 ,4-Piliiethvl-5-iBexazQlvl t -2 ■ - r rafchvl f 2. 2 . 2- 
tyjgA^Qyo^tlxYl ) aminoi methvl i -4 ■ - f 2-o x azoivi w 1 . 1 ■ - 

biPh»nvll - 2-gmfonainl<aa 

20 




Sodixim cyanoborohydride (13 mg; 0.20 mmol) was added 
to a mixtxire of N- (3 , 4-dimethyl-5-isoxazolyl) -4 • - (2- 
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oxazolyl) -2 ' - [ [ (2 , 2 , 2-trif luoroethyl) amino] methyl] [1,1*- 
biphenyl]-2-sulfonainide, monohydrochloride (55 mg; 0.10 mmol, 
prepared as in Exainple 45), 100 mg of 3A molecular sieves and 
acetaldehyde (0.10 ml; 1.80 mmol) in 1 ml of methanol at room 
5 tenperature. After stirring for 18 hoxirs at room 

temperature, the reaction mixture was filtered through a 
nylon syringe filter. The filtrate was concentrated and the 
residue was partitioned between EtOAc (20 ml) and saturated 
NaHC03 solution (20 ml) , the aqueous layer was extracted with 

10 EtOAc (20 ml) . The combined organic layers were washed with 
brine (25 ml) , dried (MgS04) and concentrated. The residue 
was chromatographed on a 2.5 x 6 cm silica gel column, using 
EtOAc:Hex, 1:1 as the mobile phase. The pure fractions were 
concentrated to an oil that was dissolved in -0.2 ml of MeOH. 

15 Water (3 ml) was added and the turbid mixture was frozen. 

Lyophilization afforded 24 mg (49%) of the title compound of 
this Example as a white solid, mp 55-65*'C. 



20 



25 



ijiv:Mtpla 65 

o^Q-N - r f 2 ■ - r r f 3 ■ 4-<Hinet;hYl-5-. 
A »««M»olv : i ) «»4 BUT f onvl 1 -4 - f 4t -Qy^aiglYJ. ) tX. 




30 



To a solution of 0.12 g (0.29 mmol) of 2'- 
t (methylamino)methyl] -N- (3 . 4-dimethyl-5-isoxazolyl) -4 « - (2- 
oxazolyl)[l,l'-biphenyll-2-sulfonamide (prepared as described 
in Step (A) of Exait«>le 28) in 5 mL of CaJ2Cl2. 0.061 g (0.348 
mmol) of 2-chlorobenzoyl chloride and 0.065 g (0.638 mmol) of 
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triethylamine were added. The mixture was then stirred at 
room temperature for 12 hr and evaporated. The r sidue was 
purified by reverse phase preparative HPLC on a 30x500 mm ODS 
SIO column using 72% solvent B (90% MeOH, 10% H2O, 0.1% TFA) 
5 and 28% solvent A (10% MeOH, 90% H2O, 0.1% TFA). The 

appropriate fractions were collected and neutralized with 
aqueous sodium bicarbonate to pH 7 and concentrated to 10 mL. 
The solution was then acidified to pH 4 using aqueous sodiiim 
bisulfate and the white solid was filtered and dried to 
10 provide 0.043 g (26%) of the title compound of this Example 
as a white solid, m.p. 125-135°C. 

Eacample fiC 

M- r rZ ' - r r f 3 . 4-Diai»thvl-5-laoxagQlvl > amlnol gulf onvl 1 -4- 
15 < 2 -Paift gpl Yl ) r 1 . X ■ -biPhenvl 1 - 2 -irll mafc hvl 1 -M- 

met:hvlb«nganaae etaml<ia 




20 To N-(3,4-dimethyl-5-isoxazolyl)-2'- 

[ (methylamino) methyl 3 -4 • - (2-oxazolyl) [1,1' -biphenyl] -2- 
sulfonamide (30 mg, 0.068 iranol, prepared as described in Step 
(A) of Example 28) and benzeneacetic acid (8.5 mg, 0.062 
mmol) in 0.6 ml of CH2CI2, 1, 3-diisopropylcarbodiimide (8.6 

25 rog, 0.068 mmol) was added. The reaction was stirred at room 
tenperature for 5.5 hrs an<3i concentrated. The residue was 
purified by preparative HPLC on an ODS SIO colijmn using 25% 
solvent A (10% MeOH, 90% H2O, 0.1% TFA) and 75% solvent B 
(90% MeOH, 10% H2O, 0.1% TFA) to provide the title compound 



10 



of this Example (21 mg. 61%) as a white solid, m.p. 114-122'*C 
(amorphous) . 

g«ampla 67 

^ , A-pieiii o ^ft-M» r r2 ' - r r (3 . 4-diiii»thYl-5- 




To N- (3 , 4-dimethyl-5-isoxa2olyl) -2 ' - 
t (methylaniino) methyl] - 4 ' - (2-oxazolyl) 11,1- -biphenyl] -2- 
sulfonamide (30 mg, 0.068 mmol. prepared as described in Step 
(A) of Example 28) and 2, 4-dichlorobenzoic acid (13.1 mg, 

15 0.068 mmol) in 0.68 ml of CH2CI2, 1. 3-diisopropylcarbodiimide 
(9.5 mg. 0.075 mmol) was added. The reaction was stirred at 
room temperature overnight and concentrated. The residue was 
' purified by preparative HPLC on an ODS SIO column using 20% 
solvent A (10% MeOH, 90% H2O, 0.1% TFA) and 80% solvent B 

20 (90% MeOH, 10% H2O. 0.1% TFA) to provide the title compound 
of this Example (20 mg, 48%) as a white solid, m.p. 134-1420C 
(amorphous) . 

25 |J-. f 3 .4-P<">iitehvl -S-^^goxagoJ-V^>~2*" 
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•CF3COOH 




After briskly stirring a mixture of the title 



compound of Step (F) of Example 21 (42 mg; 0.10 mmol) , 
5 methylaniline (0,033 ml; 0.30 mmol), AcOH (0.04 ml; 0.68 

mmol) and 3A molecular sieves (350 mg) in 1 ml of CH2CI2 for 1 

hour at room temperature, sodium triacetoxyborohydride (65 
mg; 0.30 mmol) was added. After stirring 18 hours at room 
tenperature, the reaction mixture was filtered through a 
10 nylon filter and the filtrate was diluted with CH2CI2 (20 ml) 

and washed with water (20 ml) . Hie aqueous layer was back 
extracted with CH2CI2 (10 ml) and the combined organic layers 
were dried (MgS04) and concentrated. The residue was 
chromatographed on a 2.5 x 12 cm silica gel column using IL 

15 EtOAciHex, 1:1 and IL EtOAc:hex, 3:1 as the mobile phase. 
Concentration of the pure fractions and conversion of the 
free base to the HCl salt gave material of insufficient 
purity. The material was subjected to preparative HPLC (Flow 
rate= 35 ml/min.; 30 x 500 mm s-10 ODS-120A column, using an 

20 isocratic system of 78% MeOH/H20 + 0.1% TFA) The pure 

fractions were concentrated cind lyophilized to afford 27 mg 
(43%) of the title compound of this Example as a white 
powder, mp 85-90 ""C. 

25 FTlfiWnP TQ ^9 



t r2 ■ - r r f 3 . 4--Dlmethyl-5-l80xazolvl>amlnol aulf onvll -4- 
( 2 -oxazolvl I ri , 1 ' -blphenvl 1 -2 ^vl 1 ma thvl 1-3,4 -dl f luoaro- 
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CHa 



To N- (3 , 4-dimethyl-5-isoxa2olyl) -2 ' - 
[ (methylamino) methyl] -4 • - (2-oxazolyl) [1,1- -biphenylj -2- 
5 sulfonamide (30 mg, 0.068 mmol, prepared as described in Step 
(A) of Example 28) and 3 , 4-dif luorobenzoic acid (10.8 mg, 
0.068 mmol) in 0.68 ml of CH2CI2 and 0.1 ml DMF, 1,3- 
diisopropylcarbodiimide (9.5 mg, 0.075 mmol) was added. The 
reaction was stirred at room temperature for 5 hrs and 
10 concentrated. The residue was purified by preparative HPLC on 
an ODS SIO column using 19% solvent A (10% MeOH, 90% H2O, 
0.1% TFA) and 81% solvent B (90% MeOH, 10% H2O, 0.1% TFA) to 
provide the title compound of this Exaii^jle (22 mg, 56%) as a 
white solid, m.p. 122-128°C (amorphous) . 

15 

Exaamla 70 

20 




To a,a-dimethylben2eneacetic acid (16.4 mg, 0.1 mmol) 
and 0.003 ml DMF in 1 ml CH2CI2, oxalyl chloride (2 M in 
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CH2CI2, 0.125 ml, 0.25 mmol) was added. The mixture was 
stirred at room temperature for 1 hr and 15 min and 
concentrated. The mixture, containing a,o- 

dimethylbenzeneacetyl chloride, was dissolved in 1 ml CH2CI2 
5 and cooled to O'C, and N- (3 , 4-dimethyl-5-isoxa2olyl) -2 ' - 
( (methylamino ) methyl ] -4 • - { 2-oxa2olyl ) [ 1 , 1 • -biphenyl ] -2- 
sulfonamide (33 mg, 0.075 mmol, prepared as described in Step 
(A) of Example 28) and triethylamine (23 mg, 0.225 mmol) were 
added. The reaction was stirred at room tenperature for 40 
0 min and concentrated. The residue was purified 1^ preparative 
HPIiC on an ODS SIO column using 18% solvent A (10% MeOH, 90% 
H2O, 0.1% TFA) and 82% solvent B (90% MeOH, 10% H2O, 0.1% 
TFA) to provide the title compound of this Example (20 mg, 
46%) as a white solid, m.p. 130-138°C (amorphous) . 

Example 71 

M- ( 3 « ♦-Pimethvl-S-lMox azolvl > -4 ' - f 2 -oxazolvjl t -2 ' - 

r t ( Phenvln^thv l W 2 . 2 . 2 - 
tgjf 3,WOrQOthvl ) amino! methvl 1 r 1 . 1 ■ -bln l ianiri i -2 - 




Sodium cyanoborohydride (13 mg; 0.20 mmol) was added 
to a mixture of the title compound of Example 45 (55 mg; 0.10 
mmol), 100 m»g of 3A molecular sieves and benzaldehyde (0.05 
ml; 0.5 mimol) in 1 na of methanol at room temperature. After 
stirring for 18 hr., additional benzaldehyde (0.25 md; 2.5 
nntiol), sodium cyanoborohydride (95 m»g; 1.25 mmol) and AcOH 
(0.05 ma) were added. After 60 hr., the reaction mixture was 



filtered through celite and the filtrate was diluted with 
CH2CI2 (50 ml) . The resulting solution was washed with 
saturated NaHCOa solution: water, 1:1 (50 ml) . The aqueous 
layer was extracted with CH2CI2 (2 x 20 ml) and the combined 
5 organic layer was washed with brine (50 ml) . Drying (MgS04) 
and concentration afforded a yellow oil that was 
chromatographed on a 2,5 x 10 cm silica column using 
EtOAc:Hex, 1:1 as the mobile phase. The pure fractions were 
concentrated to an oil that was dissolved in -0,2 ml of MeOH. 
10 Water (3 ml) was added and the turbid mixture was frozen, 

Lyophilization afforded 34 mg (57%) of the title compound of 
this Example as a white solid. mp 50-60°C. 



Example 72 
N-(3.4-Pimethvl-5-isoxa2olvl)-2»- r fl- 
methvlethoxv)methvl] -4 ' - (2-oxa2o lvl) t 1 , 1 ' -biphenvll -2- 

Bulf onamide 




20 

A« N> f 3 , 4 -Dimethyl - 5 - 1 b oxazolvl WN- T ( 2 - 
methoxvethoxv)methvll -2 ' - f f 1> 
aiethvlethoxv)iBethvl1 -4 ' - f 2-oxagolvH ri. 1' ^ 
blphenvll -^2-Sttlf onamida 

25 To a solution of isopropanol (0.104 g, 1.73 mmol) in 2 

mL of DMF, NaH (50% suspension in mineral oil, 0.033 g, 0.69 
mmol) was added and the mixture was stirred at room 
temperature iinder argon for 10 min. The title compound of 
Step (B) of Example 57 (0.2 g, 0.346 mmol) in 1 mL DMF was 

30 then added cuid the mixttire was stirred overnight. The mixture 
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was then added to 50 mL water and the solution was extracted 
with 3x25 mL EtOAc. The combined organic extracts were washed 
with water and dried and evaporated. The residue thus 
obtained was chromatographed on 20g of silica gel using 1:1 
5 hexane:EtOAc to afford 0,019 g (10%) of the title compoiond of 
this step as a colorless gum. 

S • N- ( 3 . 4-Dimet:h vl-S-igo3cazolvl ) -2 ■ - r f 1 - 

methvlet:hoxv)met:livn ~ 4 ' - f 2-03tagQlv>l Wl„ 1 , t - 
10 biphenvll -2 -aul gonamlda 

To a solution of the title compoxmd of Step (A) (0.018 
g, 0.032 mmol) in 2.5 mL of 95% EtOH, 2 . 5 mL of 6N ag. HCl 
was added and refluxed for 1 hr. The mixture was then 
concentrated and diluted with 15 mL of water and extracted 

15 with 3 X 15 mL of EtOAc. The combined organic extracts were 
then washed once with water and dried and evaporated to 
provide 0.015 g of a colorless gum. The residue was purified 
by reverse phase preparative HPLC on a 30x500 mm ODS SIO 
column using 75% solvent B (90% MeOH, 10% H2O, 0.1% TFA) and 

20 25% solvent A (10% MeOH. 90% H2O, 0.1% TFA). The appropriate 
fractions were collected and neutralized with aqueous sodium 
bicarbonate to pH 7 and concentrated to 10 mL. The solution 
was then acidified to pH 4 using aqueous sodium bisulfate and 
the white solid was filtered and dried to provide 0.006 g 

25 (40%) of the title confound of this Example. 

NMR (CDCI3): 61.01 (d, 3H) , 1.04 (d, 3H) , 1.89 (s, 3H) . 
2.17 (s, 3H), 3.58 (m, IH) , 4.38 (ABq, J = 16.8,11.2 Hz, 2H) , 
7.25-8.17 (m, 9H) . 

30 

Examale 73 

y- r r2 ' - r r f 3 t 4-Piaetlivl-5-isoxazQlvH a mlnol aulf onv-n -a- 

nethvlbanganan ropanamlda 

35 
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H T 



CHs 



CHs 



To N- ( 3 . 4 -dimethyl- 5 - isoxazolyl ) -2 • - 
[ (inethylaiTdno)inethyl) -4 • - {2-oxazolyl) [1,1' -biphenyl] -2- 
sulfonamide {30 nvg. 0.068 mmol, prepared as described in Step 
(A) of Exainple 28) and hydrocinnamic acid (10.3 mg, 0.068 
mmol) in 0.68 ml of CH2C12 and 0.08 ml of DMF, 1,3- 
diisopropylcarbodiimide (9.5 mg, 0.075 mmol) was_added. The 
reaction was stirred at room tenperature overnight and 
concentrated. The residue was purified by P^^P^^^^j-f /^^^ 
an ODS SIO column using 20% solvent A (10% MeOH, 90% HjO. 
0.1% TFA) and 60% solvent B (90% MeOH, 10% H2O, 0.1% TFA) to 
provide the title compound of this Example (18 mg. 46%) as a 
white solid, m.p. 110-117»C (amorphous). 

_1A 
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A. 3 . 3 -Dlmetlivl -2 -pvrgol liti nonii 

To a flask containing 3 , 3-di^lethyl-2-oxo-l- 
pyrrolidinecarboxylic acid, 1,1-diinethylethyl ester, 
hydrochloride (0.5 g, 2.34 mraol, prepared as described in J. 
5 Chem. Res. (Synopsis)., 414-415 (1993)), IN HCl in ether (15 
mL) was added and the mixture stirred overnight. The solution 
was then evaporated and the residue dried in vacuo to provide 
0.26 g (98%) of the title compound of this step as a light 
yellow gum which solidified on standing. 

10 

B. (3 . 4-Dimethvl>5>lgexag Qlvl> -2 ■ - f (3 . 3^ 
q j,me thvl - 2 -Pxo- X >pvrrol idinvl ) thvl 1 -M- 
r (2-methoxvethoxv)methvl] ^4 ' - r2- 
oxazolvl) ri, 1' -biphenv ll -2-Biilfoiiaiiild^ 

15 To a solution of the title compound of Step (A) (0,035 

g, 0.31 mmol) in 2 mL of DMF, NaH (50% suspension in mineral 
oil, 0.015 g, 0.31 mmol) was added and the mixture was 
stirred at room teir5>erature lander argon for 30 min. The 
title compound of Step (B) of Example 57 (0.121 g, 0.21 mmol) 

20 in 2 mL DMF was then added and the mixture was stirred 

overnight. The mixture was then added to 50 mL water and the 
solution was extracted with 3x25 mL EtOAc. The combined 
organic extracts were washed with water and dried and 
evaporated. The residue thus obtained was chroma tographed on 

25 20g of silica gel using 1:1 hexane:EtOAc to afford 0.072 g 

(56%) of the title coinpound of this step as a colorless gum. 

C. (3.4-Pimethvl-5-igoxagolvl) -2 ^^1(3.2^ 

dimethyl -2 >oxo>l-pvrro lidlnvl>metlivl1 >4 ' - 
30 (2-QxglgQlvl) ri, 1 ' -biphenvll onanlde 

To a solution of the title compound of Step (B) (0.072 
g, 0.118 mmol) in 2 mL of acetonitrile, chlorotrimethylsilane 
(0.1 g, 0.92 mmol) and sodium iodide (0.138 g, 0.92 mmol) 
were added the mixture stirred at room temperature for 2 hr. 
35 Additional portions of chlorotrimethylsilane (0.01 g, 0.092 
mmol) and soditma iodide (0.014 g, 0.092 mmol) were added and 
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the mixture stirred for an additional 1 hr. The mixture was 
diluted with 15 mL of water and extracted with 3 x 15 mL of 
EtOAc. The combined organic extracts were then washed once 
with water and dried and evaporated. The residue was purified 
5 by reverse phase preparative HPLC on a 30x500 mm ODS SIO 

column using 71% solvent B (90% MeOH, 10% H2O, 0,1% TFA) and 
29% solvent A (10% MeOH, 90% H2O, 0.1% TFA). The appropriate 
fractions were collected and neutralized with aqueous sodium 
bicarbonate to pH 7 and concentrated to 10 mL. The solution 
10 was then acidified to pH 4 using aqueous sodium bisulfate and 
the white solid was filtered and dried to provide 0.019 g 
(51%) of the title compound of this Example as a white solid, 
m.p. >200'*C (dec) . 

15 Example 75 

N-f 3,4-Diinethvl>5-lfl oxazolvl) -2 '->r r f A- 
»e thoxvphenvl ) me thvlamino 1 me thvl 1 - 4 ' - 2 - oxazol vl W 1 . 1 ' ^ 
biphenvll -2-8ulf onamlde. monohvdroclilorlAe 



20 




After briskly stirring a mixture of the title coit5>oiand 
of Step (F) of Exanple 21 (42 mg; 0.10 mmol) , N-methyl-p- 
anisidine (42 mg; 0.30 mmol) , AcOH (0.04 ml; 0.68 mmol) and 
25 3A molecular sieves (350 mg) in 1 ml of CH2CI2 for 1 hour at 

room temperature, sodium triacetoxyborohydride (65 mg; 0.30 
mmol) was added. After stirring 18 hours at room temperature, 
the reaction mixture was filtered through celite and the 
filtrate was diluted with CH2CI2 (20 ml) and washed with water 
30 (20 ml) . The organic layer was dried (MgS04) and 
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concentrated. The residue was chroma t ©graphed on a 2.5 x 10 
cm silica gel column using IL EtOAc:Hex, 1:1 and IL 
EtOAc:hex, 3 : 1 as the mobile phase. Concentration of the 
purest fractions gave material of insufficient purity. The 
5 material was subjected to preparative HPLC (Flow rate= 35 
ml/min.; 30 x 500 mm s-10 ODS-120A column, using a stepwise 
gradient of 60% MeOH/H20 + 0.1% TFA to 68% MeOH/H20 +0.1% TFA 
in 2% increments at 5 minute intervals) The pure fractions 
were concentrated and dissolved in ~1 ml MeOH. Ui HCI (0.5 
10 ml) was added, followed by 2 ml of water. The mixture was 
frozen and lyophilized to afford 38 mg (66%) of the title 
compovmd of this Example as a white powder, rap 125-135''C. 

*'-Tflimr?T 7f 

^5 a ' - r ( 3 . 3-Dif lUPro-l-pvrrolldlnvl ^ m athvl 1 -W- f 3 . A- 



20 



•HCi 




A. 3 -Hydroxy- l-Pvrgolidl»*>f; agbo3evli.c add. 
1 . 1-dlmafcliviafchvl agfcay 

Boc-anhydride (BOC = tert-butoxycarbonyl) (5.31 g; 
24.33 mmol) was added to a solution of 3-K^rolidinol (2.12 

25 g; 24.33 mmol) and triethylamine (4.3 ml; 31 mmol) in 100 ml 
of methanol at room temperature. A slight exotherm was 
observed. After stirring 18 hr. at room temperature, the 
solvent was removed in vacuo and the residue was partitioned 
between EtOAc (100 ml) and saturated KHSO4 solution (100 ml). 

30 The organic layer was washed with sat\arated KHSO4 solution 
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(100 ml) and brine (100 ml). Drying (MgS04) and 
concentration afforded 4.45 g (98%) of the title coirpound of 
this step as a light yellow oil. 

5 B . a-pxQ-l-pvrrolic ^<,?r^*»«»t3^ho»vllc — afiidui Lti^ 

«qHiniji^>ivlethvl ftfitjSJ: 

Dime thylsulf oxide (DMSO; 1.56 ml; 22 mmol) was added 
over 15 minutes to a solution of oxalyl chloride (0.97 ml; 11 
mmol) in CH2CI2 (20 ml) at -60«C. After stirring 15 minutes 
10 at -60°C, the title con^jound of Step (A) (1.87 g; 10 mmol) 

was added dropwise over 15 minutes as a solution in CH2CI2 (20 
ml) . After stirring 15 minutes at -eO^C, 
diisopropylethylamine (8.75 ml; 50 mmol) was added over 5 
minutes. After stirring 15 minutes at -60«»C, the reaction 
15 mixture was allowed to warm to room tenqperature and stir 30 
minutes. The reaction mixture was diluted with CH2CI2 (100 
na) and was washed with saturated KHSO4 solution (2 x 100 
ml) , saturated NaHCOa solution (100 ml) and brine (100 ml) . 
Drying (MgS04) and concentration afforded 1.87 g (99%) of the 
20 title conpound of this step as a light yellow oil. 

IH NMR (CDCI3): 5 1.49 (S, 9H). 2.59 (t, J= 8 HZ, 2H) , 
3.75 (m, 4H) . 

1 i mathvl 0thYl 

A solution of the title compound of Step (B) (0.74 g; 
4 mmol) in 1 ml of toluene was added to a solution of 
diethylaminosulfur trifluoride (0.53 ml; 4 mmol) in 1 ml of 
toluene at 0«C. After stirring 1 hr at 0«»C, and 20 hr at 
room teirperature, the reaction mixture was carefully poured 
onto ice. After the ice melted, the aqueous mixture was 
extracted with EtOAc (50 ml) . The organic layer was washed 
with saturated NaHCOa solution (50 ml) and brine (50 ml), 
35 dried (MgSO*) and concentrated. The residue was 

chromatographed on a 5 x 10 cm silica gel column using 



25 



30 
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Hex:EtOAc, 9:1 as the mobile phase. The pure fractions were 
concentrated to afford 0.47 g (58%) of the title compound of 
this step as a light yellow liquid. 

5 NMR (CDCI3): 5 1.47 (s, 9H), 2.30 (m. 2H) , 3.55 (m, 

2H) . 3.68 (m, 2H) . 

D. 3^ 3-Dlf luoropvrrolidlne. hvdaroc lilorld^ 

A solution of the title compound of Step (C) (0.42 g; 
10 2 mmol) in 5 ml of EtOAc was added to a saturated solution of 
HCl (g) in EtOAc (15 ml) at O^C. After stirring 2 hr at O^C, 
the reaction mixture was purged with N2 . Removal of 

volatiles in vacuo afforded 301 mg (99% +; residual solvent 
present) of - the title compound of this step as an off-white 
15 solid. 

NMR (CD3OD): 5 2.57 (m, 2H) , 3.61 (t, J= 7.5 Hz, 2H) , 
3.71 (t, J= 14 Hz, 2H) . 

20 "c KHR (CD3OD): 5 34.1 (t, Jc-CF2= 25 Hz), 45.2, 51.7 (t, 
Jc-CP2= 35 Hz), 128.8 (t, Jc-F= 248 Hz) . 

ES. 2 ' - r (3. 3>Dif luoro-l-pv rgolidlnvl)mQtliv>n - 
N- (3.4-diiaethvl-5-isoxaz olvl) -4' - f2- 
25 QKftgpXvl) [1, 1' -blphenvll-2-sulfo namide, 

monohvdroGhlorlde 

After briskly stirring a mixture of the title confound 
of Step (F) of Example 21 (55 mg; 0.13 mmol), the title 
coit«)o\ind of Step (C) of this Example (57 mg; 0.40 mmol), AcOH 

30 (0.054 ml) and 3A molecular sieves (500 mg) in 1.2 ml of 
CH2CI2 for 1 hour at room tenperature, sodiimi 
triacetosqrborohydride (87 mg; 0.40 mmol) was added. After 
stirring 4 hours at room temperature, the reaction mixture 
was filtered through celite and the filtrate was diluted with 

35 CH2CI2 (25 ml) and washed with water (20 ml) . The organic 
layer was dried (MgS04) and concentrated. The residue was 
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chromatographed on a 2.5 x 10 cm silica gel column using IL 
EtQAc:Hex, 1:1 and IL EtOAcrhex, 3:1 as the mobile phase. 
Concentration of the purest fractions gave material of 
insufficient purity. The material was sxibjected to 
5 preparative HPLC (Flow rate= 35 ml/min. ; 30 x 500 mm s-10 

ODS-120A column, using an stepwise gradient of 44% MeOH/H20 + 
0.1% TFA to 56% MeOH/H20 + 0.1% TEA in 2% increments at 5 
minute intervals) The pure fractions were concentrated and 
dissolved in -0.5 ml MeOH. m HCl (0.5 ml) was added, 
10 followed by 5 ml of water. The mixture was frozen and 

lyophilized to afford 48 mg (66%) of the title compound of 
this Example as a white powder, mp 105-120**C. 

Exanmlaa 77 to 139 

15 

The compounds of Exan5)les 77 to 139 have the structure 
below where, for each cort5)ound, R* is the moiety shown in 
Te±>le I following. 



20 




These compounds were prepared robotically as follows. 
To a vial containing an acid R*-COOH (0.075 mmol) , a solution 
of 2 • - t (methylamino) methyl] -N- (3 , 4 -dimethyl- 5-isoxazolyl) -4 ' - 
(2-oxazolyl) [l,l'-biphenyl3-2-sulfonamide, prepared as 
described in Step (A) of Example 28 (32.9 mg, 0.075 mmol) in 
0.34 ml CH2CI2 and 0.09 ml IMF was added followed by a 
solution of 1, 3-diisopropylcarbodiimide in CH2CI2 (0.28 N, 
0.320 ml, 0.09 mmol). The reaction mixture was vortexed for 3 
minutes and let steuid at room tenperature for 24 hr. The 
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:ure was then loaded onto 1.5 g of a Strong Anion Exchange 
X" , Quaternary Amine) resin and eluted with 20 ml CH2CI2 
then 10 ml 3% TFA in CH2CI2 to give the desired compound. 









BPLC 
|r ten- 
ti n 
Time 

1 (min)A 


11 


a, 


N- [ (2 • - [ [ (3 , 4-Dimethyl-5- 

isoxazolyDaminoJsulfonyl J - 

4-(2-oxa2olyl) 

biphenyl J "2-yl ] methyl J -N- 

me thyl eye 1 opentanecarbox- 

amide 


7.6 


/ o 




N- [ (2 • - [ t (3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulf onyl] - 
4^ (2-oxazolyl) (1,1'- 
biphenyl] -2-yl] methyl ] -N- 
methyl -2- 

pyrazinecarboxamide 


6.4 


/ If 


a, 


N-I [2'-[[ (3,4-Diroethyl-5- 
isoxazolyl ) amino ) sul f onyl ] - 
4- {2-oxazolyl) [1,1'" 
biphenyl] -2-yl ] methyl ] -N- 
me thy 1 eye 1 ohexanecarbox- 
€unide 


7.8 


fin 


Me 


N- [ 12 ' - [ ( (3 , 4-Dimethyl-.5- 
isoxazolyl) amino] sulf onyl] - 
4- {2-oxazolyl) [1,1 
biphenyl ] - 2 -yl ] methyl ] -N , 3 - 
dime thy 1 - 2 - 1 hi ophene- 
carboxamide 


7.4 


O J. 


CN 


3- Cyano-N-[[2'-t[(3,4- 
dimethyl-5- 

isoxazolyl ) amino 1 sul f onyl ] - 

4- {2-oxazolyl) [1,1'- 
biphenyl ] -2 -yl ] methyl ] -N- 
methylbenzamide 


6.8 


82 


OMe 


N- I [2 • ~ [ [ (3 , 4-Dimethyl-5- 
isoxazolyl) amino] sulf onyl] - 
4- (2-oxazolyl) (1,1'- 
biphenyl ] - 2 -y 1 ] me thyl ] - 2 - 
methoxy-N-methylbenzamide 


7.3 
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83 


F 


N- I ( 2 • - 1 1 ( 3 , 4 -Dimethyl - 5 - 
isoxazolyl) amino] siilfonyl] - 
4-(2-oxa2olyl) 11,1'- 
biphenyl ] -2 -yl ] methyl ) -2 - 
f luoro-N-methylbenzene- 
acetamide 


7,5 


84 




N- I [2 • - [ [ ( 3 , 4-Dimethyl-5- 
isoxazolyl ) amino) sulf onyl J - 
4-(2-oxazolyl) [1,1*- 
biphenyl] -2-yl)methyl] -N- 
methylcyclohexane- 
propanamide 


8.6 


85 




N- [ [2 • - [ I ( 3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulfonyl] - 
4- (2-oxa2olyl) [1,1»- 
bipheny 1 ] - 2 -yl ] methyl ] -N- 
methyl-1 , 3*benzodioxole-5- 
carboxamide 


7.2 


86 


OMe 


(R) -N- I [2 • - [ I ( 3 , 4 -Dimethyl- 

5 -isoxazolyl) amino] - 

sulfonylJ-4- (2- 

oxazolyl ) [ 1 , 1 • -biphenyl ] -2 - 

yl ] methyl ] -o-methoxy-N- 

methylbenzeneacetamide 


7.3 


87 




N- [ [2 [ ( (3,4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4-(2-oxazolyl) [l.l*- 
biphenyl ] -2 -yl J methyl ] -N- 
me t hy 1 - 2 - 1 h i ophene - 
butanamide 


7.9 


88 




N- [ [2 * - I t (3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulfonyl ] - 
4- { 2-oxazolyl ) [ 1 , 1 • - 
biphenyl ] - 2 -yl ] methyl J - 
3,4, 5-trif luoro-N- 
methyllDenzamide 


7.7 


89 


T r 

F 


N- [ 12 • - [ [ (3 . 4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4-(2-oxazolyl) (1,1*- 
biphenyl] -2 -yl] methyl J - 
2,4, 6-trif luoro-N- 
methylbenzamide 


7.5 
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90 




N- [ [2 ' - [ t {3 , 4-Diinethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4- (2-oxa2olyl) [l,!*- 
biphenyl ] - 2 -y 1 J methyl ] - 4 - 
methoxy-N-methylbenzene- 
propanamide 


1.1 


91 


Me 


4 - ( 1 , 1 -Dimethylethyl ) -N- 
[(2'-[((3,4-dimethyl>5- 
isoxazolyl ) amino ] sul f onyl ] « 
4-(2-oxazolyl) [1,1'- 
biphenyl J -2-yl ] methyl ] -N- 

methylcyclohexanecarbox- 
amide 


9.0 


92 




N- [ [2 • - [ ( (3 , 4-Dimethyl-5- 
isoxazolyl ) amino 1 sulfonyl ] - 
4-(2-oxa2olyl) 11,1 
biphenyl ) -2 -yl ] methyl ] -N- 
methyl' 1- 

naphthaleneacetamide 


8.0 


93 




N-I [2'-[ [ (3,4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl) - 
4- { 2-oxazolyl ) ( 1 , 1 • - 
biphenyl ] -2-yl ] methyl ) -N- 
methyl-4- (trif luororoethyl) - 
benzamide 


7.8 


94 




N- [ 12 • - I [ (3, 4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4-(2-oxazolyl) [1,1'- 
biphenyl } - 2 -yl ] methyl ] -N- 
methyl-4- 

( trif luoromethoxy ) benzamide 


8.0 


95 




N- [ (2 ' - [ [ {3, 4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4-(2-oxazolyl) (1,1*- 
biphenylj -2-yl ) methyl ] 
methylcyclopropaneacetamide 


7,0 


96 


a, 


N- [ [2 ' - [ I (3 , 4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4-(2-oxazolyl) (1,1 
biphenyl] -2- 
yl ] methyl ] tetrahydro-N- 
metnyi -.^ — zurancarooxamxae 


6.6 



-168- 



BNSDOCID: <WO_0729748A1_L^ 



wo 97/29748 



PCT/US97/039S6 





97 




N- t [2 • - C I (3 , 4-Dimethyl-.5- 
isoxazolyl ) amino] sulf onyl] - 
4-(2-oxa2olyl) [1,1'- 
biphenyl ] -2-yl ] methyl ] - 
N, 3 , 3-trimethylbutanamide 


. 7.5 


98 


r 


N- [ [2 • - [ [ ( 3 , 4-Dimethyl-5- 
isoxazolyDeimino] sulf onyl] - 
4-(2-oxa2olyl) [1,1'- 
biphenyl ] -2 -yl ] methyl ] -N- 
methyl-4- 

pyridinecarboxamide 


1 ^'^ 


99 


a, 


N- [ [2 • - [ [ (3 , 4-Dimethyl-5- 
isoxazolyl ) amino J sulf onyl] - 
4-(2-oxazolyl) [1,1*- 
biphenyl ] - 2 ~yl 1 methvl 1 -N- 
methyl -3- 

pyridinecarboxamide 


1 I 


100 


a, 


N- ( (2 * - [ [ (3 , 4-Diraethyl-5- 
isoxazolyl) amino] sulf onyl J - 
4-(2-oxazolyl) 11,1'- 
biphenyl ] -2 -yl ] methyl ] -N- 
methyl-2- 

pyridinecarboxamide 


€.3 1 




101 


r 


[ 12 • - ( [ (3 , 4-Dimethyl-5- 1 
i soxazolyl ) amino ] sul f onyl ] - 
4- (2-oxazolyl) [1, 1 • - 
biphenyl 1 -2-yl ] methyl ] -N- 
methyl-1 , 2 , 3«thiadia2ole-4- 
carboxamide 1 


6.5 1 




102 


Me 


N- ( {2 • - [ [ ( 3 , 4-Dimethyl-5- 
isoxazolyl) amino] sulf onyl] - 1 
4- (2-oxazolyl) [1,1'- 1 
biphenyl ] - 2 -yl ] methyl ] - | 
N, 1,5-trimethyl-lH- 1 
pyrazole-3 -carboxamide | 


6.4 1 




103 


sX 


N- [ [2 • - [ [ (3 , 4-Dimethyl-5- J 
isoxazolyl ) amino] sulf onyl ] - 1 
4-{2-oxa2olyl) 11,1'- 1 
biphenyl ] - 2 -yl ) methyl ] - 1 
N, 3 , 5-trimethyl-4- 1 
isoxazolecar]x>xamide 1 


6.5 
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104 




N- ( [ 2 • - ( [ (3 , 4-Diinethyl-5- 
isoxazolyl ) amino] sulfonyl ] - 
4- (2-oxazolyl) [1,1'- 
biphenyl ] - 2 -yl ] methyl ] -N- 
me t hy 1 eye 1 opent ane - 
propanamide 


8.0 


105 




N- [ [2 • - [ [ (3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulf onylj - 
4- (2-oxazolyl) 11,1'- 
biphenyl] - 2 -yl] methyl ] -N- 
me thy 1 eye 1 ohexaneace t ami de 


7.9 


106 




N- [ [2 ' - [ [ ( 3 , 4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl} - 
4- (2-oxazolyl) [1,1'- 
bipheny 1 ] - 2 -yl ] methyl ] -N- 
methylbieyclo [4.2.0] octa- 
1,3, 5-triene-7-earbox€miide 


7.4 


107 


MeO 

6k 


N- [ (2 • - [ I (3 , 4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4- {2-oxazolyl) tl.l'- 
biphenyl] - 2 -yl] methyl] -3- 
me thoxy*N-me thylbenzamide 


7.1 


108 


6k 

F 


N- [ [2 • - [ ( (3 , 4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4- {2-oxazolyl) [1,1'- 
biphenyl] -2-yl ] methyl] - 2,5- 
di f luoro-N-methylbenzamide 


7.0 


109 


F 


N- I [2 • - [ [ {3 , 4-Dimethyl-5- 
isoxazolyl) amino) sulfonyl] - 
4- (2-oxazolyl) [1,1'- 
biphenyl] -2-yl] methyl) -3,5- 
di f luoro-N-methyll3enz2unide 


7.2 


110 




N- I [2 ' - ( [ (3 , 4-Dim€thyl-5- 
isoxazolyl)€unino] sulfonyl] - 
4- (2-oxazolyl) [1,1'- 
biphenyl] -2-yl] methyl] -N- 
methy 1- 1 -phenyl eyclo- 
propanecarboxamide 


7.5 
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111 


MeaN 


3- (Dimethyl amino) -N- [ [2 ' - 
I [(3,4-dimethyl-5- 
isoxazolyl)amino] sulfonyl] - 

4- (2-oxazolyl) [1,1'- 
biphenyl] -2 -yl) methyl] -N- 
roe thylbenzaxnide 


6.0 


112 


Me^ Me 
Me Me 


N-I [2'- [ I (3, 4 -Dimethyl- 5- 
isoxazolyl ) amino] sulfonyl ] - 
4-. (2-oxazolyl) [1^1*- 
biphenyl] -2 -yl) methyl] - 
N,2,2-trimethyl-3-(2- 
methyl-1- 

propenyl ) cyclopropanecarbox 
amide 


8.1 


113 




N-I [2»-I [{3,4-Dimethyl-5- 
isoxazolvl ) ami no 1 sul f <in\7l 1 — 
4-(2-oxazolyl) [1,1'- 
biphenyl ] - 2 -yl ] methyl ] -N- 
methyl-1- 

naphthalenecarboxamide 


7.6 


114 




N-[ (2'- [ [ (3, 4-Dimethyl-5- 
isoxazolyl ) amino] sulf onyl] - 
4- (2-oxazolyl) [1,1*- 
biphenyl ] -2-yl ] methyl ) -N- 
methyl - 2 -pyr i dineacetamide , 
tri f luoroacetate (1:1) 


5.4 


115 




N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-' 
isoxazolyl) amino] sulfonyl] - 
4- (2-oxazolyl) [1,1'- 
biphenyl J -2-yl J methyl ] -N- 
methyl-4-pyridineacetamide« 
tr i fluoroace ta t e (1:1) 


5.3 


116 


1/ ^ 


N-[ [2'-[ [ (3,4-Dimethyl-5- 

4- (2-oxazolyl) H.l'- 
biphenyl J - 2 -yl ] methyl ] -N- 
methyl- 3 -pyridineacetamide , 
tri f luoroacetate (1:1) 


5.4 


117 


Me 


N- [ 12 • - [ [ (3 . 4-Dimethyl-5- 
isoxazolyl ) amino] sulfonyl] - 
4- c ^— oxazoiyj. ; ijl,x - 
biphenyl ] -2-yl ] methyl J -N , 1- 
dimethyl-lH-indole-2- 
carboxamide 


7.7 
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N- [ [2 ' - 1 1 (3 , 4-Dimethyl-5- 
isoxazolyl ) amino ] sul fonyl ] - 
4-(2-oxa2olyl) [1,1 
biphenyl } -2 -yl ] methyl ) - 
2,3, 6-trif luoro-N- 
methylbenzamide 


7.2 


119 




N- [ [2 • - [ I (3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sul fonyl } - 
4-»(2-oxazolyl) [1,1'- 
biphenyl ] -2~yl ) methyl J - 
1,2,3, 4-tetrahydro-N~ 
methyl-2- 

naphthalenecarboxamide 


7.9 


120 


Me 


N- 1 12 • - 1 1 (3, 4-Dimethyl-5- 
isoxazolyl ) amino] sulf onyl J - 
4- ( 2-oxazolyl ) [ 1 , 1 • « 
biphenyl ] - 2 -y 1 ] methyl ] - 
N,2,4,6- 

t e t r ame thy 1 ben z enea c e t ami de 


8.0 


121 




N- [ [2 • - C [ (3, 4 -Dimethyl -5 - 
isoxazolyl ) amino] sulf onyl] - 
4- (2-oxazolyl) [1,1*- 
biphenyl J -2 -yl ] methyl ] -N- 
methyl-l, 3-benzodioxole-5- 
acetamide 


7.1 


122 




N- ( [2 • - ( [ (3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulf onyl ] - 
4- (2-oxazolyl) [1,1 
biphenyl ) -2 -yl J methyl ] -N- 
methyl-4- (1- 
methylethoxy ) benzamide 


7.6 


123 


OMe 


N- [ (2 ' - [ ( (3, 4-Dimethyl-5- 
isoxazolyl ) amino] sul fonyl J - 
4- (2-oxazolyl) [1,1'- 
biphenyl ] -2 -yl ] methyl ] - 2 , 3 - 
dimethoxy-N-methylbenzamide 


7.0 


124 


Me 


l-(l,l-Dimethyl)-N-( [2'- 

( (3,4-dimethyl-5- 
isoxazolyl) amino] sulf onyl] - 
4- (2-oxazolyl) [1,1'- 
biphenyl ] -2 -yl ] methyl ] -N , 3 - 
dimethyl -lH-pyrazole-5- 
carboxamide 


7.2 
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125 




N- ( [2 • - [ ( (3 , 4 -Dimethyl -5- 
isoxazolyl) amino] sulfonyl] - 
4" 1 ^"OxazojLyx ; ij.,x 
biphenyl] -2 -yl ] methyl ] -N- 
methyl-3- 

( trif luoromethyl ) benzamide 


7.5 


126 




N- t [2'-[ [ (3,4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4" i z~oxazoxyx ; lx^x 
biphenyl ] -2 -yl ) methyl ] -4 - 
f luoro-N-methyl-l- 
naphthalenecarboxamide 


7.7 


127 


CI 


3 , 5-Dichloro-N- I[2'-It(3,4- 
dimethyl -5- 

. isoxazolyl ) amino] sulfonyl ] — 
4-(2-oxazolyl) [1,1'- 
bi phenyl ] - 2 -yl ] methyl ] -N- 
methyl]3enzamide 


7.9 


128 


CI 


3 , 4-Dichloro-N- I[2'-[[(3,4- 
dimethyl -5- 

xsoxazoxyx } amxnoj suxzonyx j — 
4-(2-oxazolyl) [1,1'- 
biphenyl] -2-yl]methylJ -N- 
me t hy 1 benzami de 


7.8 


129 


MeO 


N-I I2*-[[(3,4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl ] - 
4- {2-oxazolyl) [1,1'- 
Dxpnenyxj -iC— yxjmecnyxj — x- 
( 4-methoxyphenyl ) -N- 
me t hy 1 eye 1 opr opane- 
carboxamide 


7.5 


130 


A. 


N- [ [2 ' - [ [ (3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulfonyl ] - 
4 - ( 2-oxazolyl ) [1,1'- 
biphenyl ] -2-yl ] methyl ] - 
2,3,5, 6-tetraf luoro-N- 
methyl]3enzamide 


7.3 


131 




N-I [2'-[ [ (3,4-Dimethyl-5- 
isoxazolyl ) amino] sulfonyl } - 
4- {2-oxazolyl) 11,1'- 
binhenvl 1—2 — vl 1 methvrT 1 — N— 
inethyl-4- 

( trif luoromethyl ) benzene- 
acetamide 


7.7 
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1 " 


1 2 , 6-Dichloro-N- [ [2 • - [ [ (3 , 4- 
1 dimethyl -5- 

1 isoxazolyl) amino] sulfonyl] - 

j biphenyl ] -2-yl Imethyl ] -N- 
1 methvlbenzeneacetainide 


I 7.7 


133 




1 N- I [2 • - [ [ ( 3 , 4-Dimethyl-5- 

J isoxazolyl ) amino! sulfonyl] - 

j 4- {2-oxazolyl) [1,1 

J biphenyl ] - 2 -yl J methyl ] - 3 - 

1 fluoro-N-methyl-5- 

j ( tri f luoromethyl ) benzamide 


7.6 


1 134 




N- [ [2 ' - [ [ (3 , 4-Dimethyl.5- 
1 isoxazolyl ) amino] sul f onyl J - 
1 4-(2-oxa20lyl) [1,1'- 
1 biphenyl ] -2-yl ] methyl] -4- 
1 fluoro-N-methyl-2- 

( tri f luoromethyl ) benzamide 


I?. 5 


1 


^N^^ 1 


N- [ (2 ' - t [ ( 3 , 4-Dimethyl.5- 
iaoxazolyl ) amino] sulf onyl ] - 
4- (2-oxazolyl) [1,1* - 
biphenyl ] -2 -yl ] methyl ] -N- 
methyl-a- 

phenylbenzeneacetamide 


7.9 


136 


CI 


2- (2-Chlorophenoxy) -N- [ [2 • - j 
[ I (3, 4-dimethyl-5- j 
isoxazolyl) amino] sulf onyl] - | 
4- (2-oxazolyl) [1,1'- 
*^-^H"*=*ijr J- J yJL J metnyi J — 2— 1 
dimethylpropanamide 1 


8.3 1 


137 


CI 


2-Chloro-N- [ [2 • - [ I (3 , 4- 
dimethyl"5- 1 

isoxazolyl) amino] sulfonyl]- ( 
4- (2-oxazolyl) (1,1 J 

biphenyl ] -2 -yl ] methyl 1 -3 , 4- 
dimethoxy-N-methyH)enzamide 


7.1 


138 


CI h 
1 1 


2- (2, 4-Dichlorophenoxy) -N- 1 
[ 12 ' - [ [ (3 , 4-dimethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4- (2-oxazolyl) [1,1'- 1 
biphenyl] -2 -yl ] methyl] -N- 
T\ethylacetamide 1 


3.0 



-174- 



wo 97/29748 



PCT/US97/03956 



1 "^Q 
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2-Chloro-N- { (2 • - [ [ ( 3 , 4- 
dimethyl --5- 


7.7 




d 


isoxazolyl ) amino] sulfonyl 1 - 






4- (2-oxazolyl) (1,1'- 
biphenyl] -2-yl]methyl ) -N- 






CI 


methyl-5- 






( trif luoromethyl ) benzamide 





AHPLC Conditions: 

Colxjinn: YMC S3 ODS 4.6x50inm 

Gradient elution of 0-100%B over 8 min and held at 100%B for 
5 3 min. 

Flow rate: 2.5 ml /min 
A: 10% MeOH-90% water-0.2% H3PO4 
B: 90% MeOH-10% water-0.2% H3PO4 
Detection Wavelength: 254 nm 

10 

Example 140 

W- (3,4-PilBet:hvl-5-laoxazolvH-2 ' - r hvdroacvf 5-phenvl-2- 
PXaasolvl >methvn - 4 ' - f a-oxuzolvl Wl . 1 » -blphativl 1,2- 

Httlfonamida 

15 




A. 5 -Phenvloxazole 

A mixture of tosylmethyl isocyanide (5.86 g, 30 mmol), 
20 benzaldehyde (3.18 g, 30 mmol) and K2CO3 (6.22 g, 45 ramol) in 
60 ml MeOH was refluxed for 2 hr and concentrated. 250 ml 
EtOAc was added and the mixtvire was washed with H2O, brine, 
dried and concentrated. The residue was chromatographed on 
silica gel using 15:1 hexauae/EtOAc to afford the title 
25 compound of this step (2.5 g, 57%) as a white solid. 
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B. N- f 3.4-D±met:hvl- 5-isoxa2olvll -2 ■ - 

[ hydroxy f 5 -phenyl - 2 - oxazo lvl t methvl 1 -M- 
C (2-inethoxvethoxv)m«t:hv l1 -4 ' - f2- 
ox»2SOlyl ) r 1 , 1 ' -biphenyl 1 -2 -aulf onamld 

5 To the title convpoimd of Step (A) (324 mg, 2.23 mmol) 

in 9 ml THF and 4.5 ml Et20 at -78*'C, n-BuLi {2 M in pentane, 
1.23 ml, 2.46 mmol) was added. After stirring at -78°C for 30 
min, a solution of the title compound of Step (E) of Example 
21 (760 mg, 1.49 mmol) in 3 ml THF was added dropwise. The 

10 reaction was stirred at -78°C for 30 min and then warmed to 
room temperature and stirred for 2 hr. The reaction was 
quenched with sat. NH4CI, extracted with EtOAc. The organic 
extracts were washed with H2O, brine, dried and concentrated. 
The residue was chromatographed on silica gel using 1:1.5 

15 hexane/EtOAc to afford the title conpoxind of this step (540 
mg, 55%) as a gijun. 



C. N- (3.4-Dimethvl -5-iBOxazolyl) -2'- 

[hydroxy ( 5 -phenyl-2 -oxazolvl ) methvl 1 - A » - 
20 ( 2 -oxazolyl ) t 1 . 1 ' -biphenv l 1 -2 - Bttl f onamlde 

To a solution of the title compound of Step (B) (200 mg, 
0.305 mmol) in 10.2 ml of CH3CN, MeaSiCl (199 mg, 1.83 mmol) 

was added and followed by Nal (274 mg, 1.83 mmol). The 
mixture was stirred at room temperature for 1 hr. Additional 
25 MeaSiCl (199 mg, 1.83 mmol) and Nal (274 mg, 1.83 mmol) were 

added in three portions and the reaction was stirred for 
additional 5.5 hr. The mixture was added to 5 ml H2O and 50 
ml EtOAc. The orgemic layer was washed with sat. Na2S203, 
brine, dried and concentrated. The residue was purified by 
30 preparative HPLC on an ODS SIO column using 27% solvent A 
(10% MeOH, 90% H2O, 0.1% TFA) and 73% solvent B (90% MeOH, 
10% H2O, 0.1% TFA) to provide the title compound of this 
Example (65 mg, 37%) as a white solid, m.p. 125-135"'C 
(amorphous) . 
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10 



15 



20 



(3,4>Diiiiefchvl^5-iaoxa2olvl) -4 ' - f W2 ' - r f 5- 

Ph nvl-2-oxa2olvH«ethvll ri, 1 ' -blphenvll -2--Bul£Qnamiiift 



A. W> f 3 , 4 -Dime thvl - 5 -i soxazolvl ) >N> T f 2 - 

methoxvethoxv)methvll -4 ' - (2-oxazolvl) -2 ■ - 
t r (phenoxvthioxQ^oxvl ( 5> phenvl>2- 
oxazolvllmetlivll fl , 1 ' -blphenirn ■>2- 
Biilf onamlti^ 

To the title compound of Step (B) of Example 140 (92 



mg, 0.14 mmol) in 1.4 ml CH3CN, phenyl chlorothionoformate 
(169 mg, 0.98 mmol) was added and followed by 4- 
dime thy laminopyridine (137 mg, 1.12 mmol). The mixture was 
stirred at room temperature overnight. 20 ml EtOAc was added 
and the mixture was washed with H2O, brine, dried and 

concentrated. The residue was chromatographed on silica gel 
using 1:1,5 hexane/EtOAc to afford the title compound of this 
step as a gum. 

B. (3,4-Dlnethvl-5-isoxazolvl) >M-.r f2-> 

methQxvethoxv>met:hvn ^4 ' - ( 2-ox azolvl) -2 ' - 
r f 5 -Phenyl - 2 -oxazol vl ) methvl 1 Tl , 1 ' ^ 

All material obtained as the title con^und of Step 
(A), tributyltin hydride (114 mg^ 0.39 mmol) and 2,2'- 
azobis (2-methylpropionitrile) (8 mg) in 3 ml toluene was 
refluxed for 3 hr. The residue was chromatographed on silica 
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25 
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gel using 1:1.5 hexane/EtOAc to afford the title compound of 
this step (26 mg, 29% for two steps) as a gum. 

ffXagol v3 ) -2 ' - r f s-pi,^^y^ ^ 

BUlf Q^ywi4«q^ 

. ^ °f the title compound of Step (B) (26 

mg, 0.041 mmol) in 2 ml of CH3CN, MeaSiCl (26.5 mg, 0 244 
mmol) was added and followed by Nal (35 mg, 0.244 mmol) The 
mixture was stirred at room temperature for 20 min 
Additional MeaSiCl (26.5 mg, 0.244 mmol) and Nal (35 mg 
0 244 mmol) were added in three portions and the reaction was 

TTfn /'^^^^"'"'^'- "^i^^"-- t^hen added to 

2 ml H20 and 25 ml EtOAc. The organic layer was washed with 

sat. Na2S203, brine, dried and concentrated. The residue was 

solvent A (10% MeOH, 90% H2O, 0.1% tfa) and 79% solvent B 
(90% MeOH, 10% H20, 0.1% TFA) to provide the title compound 
of this Exan^le (13 mg, 58%) as a white solid, m.p. 120-128OC 
(amorphous) . 

Examnl** 14;^ 

a ' ■ r r f 2 . ?-PiffA«9ro-7-pMBYtf>f hvl ) nmi nnl^.,.^-. 1 -ff- f ^ . 
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A« a. g-Dif Ittorobenzeneac etlc acid. etKvl 

A mixture of ethylphenylglyoxalate (a- 
oxobenzeneacetic acid, ethyl ester; 7.12 g; 40 mmol) and 
5 diethylaminosulfur trifluoride (5.9 ml; 44 mmol) was stirred 
18 hr at room temperature. After the reaction mixture was 
carefully poured onto ice and the ice melted, the resulting 
mixture was extracted with ether (200 ml). The organic layer 
was washed with saturated NaHCOa solution (2 x 75 ml), brine 
10 (50 ml), dried (MgS04) and concentrated to a yellow liquid. 
Distillation at 75-80°C; 3-4 mmHg afforded 6 . 04 g (75%) of 
the title compound of this step as a colorless liquid. 

NMR (CDCI3): 5 1.29 (t, J= 7.5 Hz, 3H) , 4.28 (q, J= 7.5 
15 Hz, 2H), 7.46 (m, 3H) , 7.61 (m, 2H) . 

MMR (CDCI3): 5 13.5, 62.8, 113.1 (t, Jc-F= 251 Hz), 
125.1, 128.3, 130.7, 132.6 (t, Jc-F2= 25.5 Hz), 163.9 (t, Jc- 
P2= 35 Hz) . 

20 

A solution of the title compound of Step (A) (6.00 g; 
30 mmol) in 50 ml of EtOH was saturated with anhydrous NH3 . 

An exothermic reaction was observed. After stirring the 
25 reaction mixture 60 hr at room tsnperatxure, the volatiles 

were removed in vacuo and the solid residue was taken up in a 
minimal amount of hot ethyl acetate. A small amovint of 
insoluble material was filtered off and hexaine was added to 
the filtrate until slightly turbid. After cooling to room 
30 temperature and standing several hr, the crystals were 
filtered and dried to afford 4.68 g (91%) of the title 
compound of this step as a colorless crystalline solid. 

NMR (CDCla): 6 7.49 (m, 3H) , 7.61 (d, J= 7.5 Hz, 2H) . 

35 
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D 



"C NHR (CDCI3): 6 115.1 (t, Jc-p= 252 Hz), 125,8, 129.0, 
131.4, 133.3 (t, Jc-F2= 25.5 Hz), 167.5 (t, Jc.p2- 25 Hz). 

Borane.dimethylsulfide (1.5 ml; 15.4 mmol) was added 
dropwise over 30 minutes to a solution of the title coirpound 
of Step (B) (1 g; 5.84 mmol) in 6 ml of THF at room 
texrperature. After stirring 18 hr at room temperature and 2 
hr at reflux, the reaction mixture was cooled to O^c and 3 ml 
of methanol were added carefully over 15 minutes . The 
solution was saturated with HCl (g) and the cloudy mixture 
was stirred 6 hr at room temperature, 30 minutes at reflux 
and 60 hr at room temperature. After removing the volatiles 
In vacuo, the residue was partitioned between ether (50 ml) 
and iij HCl (30 ml) . The ether layer was extracted with UJ 
HCl (10 ml) and the combined aqueous was backwashed with 
ether (50 ml) . After adjusting the pH to 8 with solid NaHCOa, 
Hi NaOH (1 ml) was added and the aqueous layer was extracted 
with ether (50 ml) . After washing with saturated NaHCOa 
solution (25 ml), water (25 ml) and brine (25 ml), the ether 
layer was dried (MgS04) and concentrated to afford 355 mg 
(39%) of the title compound of this step as a colorless 
liquid. 

NMR (CDCI3): 6 3.17 (t, J= 14.5 Hz, 2H) , 7.47 (m, 5H) . 

"C NMR (CDCI3), 5 49.4 (t, Jc.F2= 30.8 Hz), 121.6 (t, Jc- 
F= 242.1 Hz), 125.2, 128.5, 130.0, 135.5 (t, Jc.f2= 26.4 Hz). 

». 2'-r rc2.2-Difi»o^^-a- 

Ph»BYl»thYl ) <iminol methvl 1 -w- / ^ . 4 -A±mmf >^y T^ - 
g-iB0XftgOlvl)-4'.f2-Qx,»^» lvli n.l .- 

After briskly stirring a mixture of the title compound 
of Step (F) of Example 21 (50 mg; 0.12 mmol), the title 
con^jound of step (C) of this Example (80 mg; 0.50 mmol), AcOH 
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(0.067 ml) and 3A molecular sieves (500 mg) in 1 ml of CH2CI2 
for 1 hour at room tenperature , sodium triacetoj^rborohydride 
(109 mg; 0.50 mmol) was added. After stirring 18 hours at 
room temperature, the reaction mixture was filtered through 
5 celite and the filtrate was diluted with CH2CI2 (25 ml) and 
washed with water (20 ml) and brine (10 ml). The organic 
layer was dried (MgS04) and concentrated. The residue was 
chromatographed on a 2.5 x 10 cm silica gel column using 500 
ml EtOAc:Hex, 1:1 and 500 ml EtOAcrhex, 3:1 as the mobile 
10 phase. Concentration of the purest fractions gave material 
of insufficient purity. The material was subjected to 
preparative HPLC (Flow rate= 35 ml/min. ; 30 x 500 mm s-10 
ODS-I20A column, using an stepwise gradient of 40% MeOH/H20 + 
0.1% TFA to 68% MeOH/H20 +0.1% TFA in 2% increments at 5 
15 minute intervals) The pure fractions were concentrated and 
dissolved in -0.25 ml MeOH. m HCI (0.25 ml) was added, 
followed by 2.5 ml of water. The mixture was frozen and 
lyophilized to afford 43 mg (60%) of the title compound of 
this Exair^le as a light yellow solid, 122-135*0. 

20 

W- (?. 4-pinethvl-5"igoxagolvl) -2 ' - f ln- imld>gol.i- 
YlWfftbYl) - 4 ■ - f 2-OXftZOlvH f 1. 1 ' -blplf Birll - 2- 

25 




-181- 



A. 2 ■ - f Bfomo matehvl > -1^- f 3 ■ 4 -dime thvl -5- 

j -M- r f2-«athcxvethQXY>m^^hY3 . 3- 

4 . - f o-»»rm«eivii n. 1 ' -hip>>^nY3,l -2- 

5 To the title conpound of Step (B) of Example 57 (150 

mg, 0.26 mmol) in 0.65 ml DMF. imidazole (106 mg, 1.56 mmol) 
was added and followed by K2CX)3 (215 mg, 1.56 mmol). The 
mixture was stirred at 40*C for 3 h, diluted with 10 ml H2O 
and extracted with 3x20 ml EtOAc. The combined organic 
10 extracts were washed with H2O, brine, dried and concentrated 
to afford the title consjound of this step as a g\jm. 

B. W- f 3 . 4-Di mathvl-5..iaoxagQlvI > -2 ' - ( IP- 

jm i^i>«r>l-l- v l«>**teHirl>-4'-(2-Qxagp3,YA) 

TO a solution of the title compound of Step (A) in 5.2 
ml of CH3CN, MesSiCl (169 mg, 1.56 mmol) was added and 
followed by Nal (231 mg. 1.56 mmol) . The mixture was stirred 
at room temperature for 30 min. Additional MeaSiCl (169mg, 
1.56 mmol) and Nal (231 mg, 1.56 mmol) were added in three 
portions and the reaction was stirred for additional 1.5 h. 
The reaction mixture was then added to 3 ml H20 and 25 ml 
EtOAc. The organic layer was separated and washed with 
saturated aqueous Na2S203, brine, dried and concentrated. The 
25 residue was purified by preparative HPLC on an ODS SlO column 
using 50% solvent A (10% MeOH, 90% H2O, 0.1% TFA) and 50% 
solvent B (90% MeOH. 10% H2O. 0.1% TFA) to provide the 
product which was treated with 1.04 ml of aqueous 0.5 N HCl 
and then concentrated to furnish the title compound of this 
Exaii«>le (90 mg, 68% for two steps) as a white solid, m.p. 
135-145''C (amorphous) . 

-3^ 



20 
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A. N- (3, 4-Dlmethvl-5-isoxazolvH -w- r r?- 

methoxvetlioatv^inethvll -4 ' - (2 - oxazolvH -2 » - 
5 (Dhenoxvne thvl W 1 . 1 ' -biphanvl 1 - 2 - 

sulfonamide 

To the title compound of Step (B) of Example 57 (100 
mg, 0.17 mmol) in 0.27 ml DMF, NaH (60% in mineral oil, 8.3 
rag, 0.21 imvol) was added and stirred at room temperature for 

10 20 min. To the mixture, phenol (18 mg, 0.19 mmol) was added 
and the reaction was stirred at room ten^rature for 3 hrs. 
10 ml H2O was added and the mixture was extracted with 3x20 
ml EtOAc. The combined organic extracts were washed with H20, 
brine, dried and concentrated to afford the title compound of 

15 this step as a giun. 



B. W- ( 3 . 4-Diinethvl-5-igo3cazelvll -4 ' - ca- 
oxazolvl > ~2 ' -ph enoxvmethvll f 1. 1' - 
blphenvn -2-8ulf onamida 

To a solution of the title compotind of Step (A) in 6 
ml of 95% EtOH, 6 ml 6N HGl was added. The reaction was 
refluxed for 1.5 h and concentrated. The residue was 
neutralized to pH~5 with NaHC03, extracted with 3X20 ml 

EtOAc. The organic extracts were washed with brine, dried and 
concentrated. The residue was chromatographed on silica gel 
using 100:2 C3l2Cl2/MeOH to furnish the title compound of this 

Exanple (48 mg, 55% for two steps) as a white solid, m.p. 91- 
97«'C (amorphous) . 
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After briskly stirring a mixture of the title coitpound 
of Step (F) of Example 21 (42 mg; 0.10 mmol), 1- 
10 phenylpiperazine (46 ^1; 0.30 mmol), AcOH (0.04 ml; 0.68 

mmol) and 3A molecular sieves (350 mg) in 1 ml of CH2CI2 for 1 
hour at room temperature, sodium triacetoxyborohydride (65 
mg; 0.30 mmol) was added. After stirring 20 hr at room 
tenperature, the reaction mixture was filtered through celite 
and the filtrate was diluted with CH2CI2 (20 ml) and washed 
with water (20 ml) . The organic layer was dried {NgSO*) and 
concentrated. The residue was chromatographed on a 2.5 x 10 
cm silica gel column using a stepwise gradient of 200 ml © 
CH2CI2 to 4% MeOH/CH2Cl2 in 1% increments. The pure fractions 
were concentrated and dissolved in -0.5 ml MeOH. Water (2.5 
ml) was added and the mixture was frozen and lyophilized to 
afford 44 mg (79%) of the title compound of this Exair«>le as a 
white powder, mp 123-131*0. 



15 



20 
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10 



A» 2 -Bromo- 5 - f 2 -oxazolvl ^ 

To a solution of the title coirpoimd of Step (F) of 
Example 19 (0.52 g, 2.05 mmol) in 15 mL of CH2CI2 at -78'*C, 
BBra (l.OM solution in CH2CI2. 2.45 mL) was added and the 
mixture was slowly warmed up to room temperature and stirred 
at room teii«>erature for 36 hr. An additional portion of BBr3 
(1.23 mil) was added and the mixture stirred an additional 24 
hr at room temperature. The mixture was then added to 25 mL 
water and the solution was extracted with 3x25 mL EtOAc. The 
combined organic extracts were washed with water and dried 
and evaporated. The residue thus obtained was chromatographed 
on 25g of silica gel using 3:1 hexane:EtOAc to afford 0.48g 
15 (98%) of the title compound of this step as a colorless gum. 

B. 2-r4-Bromo-3-f3~ 

phenvlpropo3cV)ph«nvl 1 oatagala 

To a solution of the title coii5>ound of Step (A) (0.42 
20 g, 1.75 mmol) in 5 mL of r»4F at 50°C, anhydrous potassium 
carbonate (0.29 g, 2.09 mmol) and l-bromo-3 -phenyl propane 
(0.52 g, 2.63 mmol) were added and stirred for 15 hr. The 
mixture was then added to 25 mL water and the solution was 
extracted with 3x25 mL EtOAc. The combined organic extracts 
25 were washed with water and dried and evaporated. The residue 
thus obtained was chrcMnatographed on 25 g of silica gel using 
3:1 hexane: EtOAc to afford 0.32 g (51%) of the title contpound 
of this step as a light yellow oil. 
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C. N- (3.4>Dimethvl-5-lBoxa2olvlWM- T (2- 

metlioxvethoxv)methvll - 4 ' - ( 2-oxazQlvl ) -2 ' - 
O-Phenvlpropoxv) fl. 1 * -biphenvll >-2- 
PUl^QHAmicte 

To a solution of the pinacol ester N-[(2- 
me thoxyethoxy) methyl] -N- (3 , 4-dimethyl-5-isoxazolyl) -2- 

(4,4,5, 5-tetramethyl-l, 3 , 2-dioxaborolan-2- 
yDbenzenesulf onamide (0.377 g, 0.81 mmol) (prepared as 
described in U.S. Patent Application Serial No. 

(Attorney Docket No, HA689a) , filed on January 21, 1997 by 
Polniaszek et al., entitled "Methods for the Preparation of 
Biphenyl Isoxazole Sulfonamides", incorporated herein by 
reference, and in the section "Preparation of Pinacol Ester" 
below) and the title compound of Step (B) (0.29 g, 0.81 mmol) 
in 15 mL of toluene, tetrakis ( triphenyl- 
phosphine) palladium (0) (0.047 g, 0.04 mmol) was added 
followed by 7 mL of 2M aq. sodium carbonate and 7 mL of 95% 
EtOH. The mixture was refluxed under argon for 2 hr and then 
diluted with 100 mL of water and extracted with 3 x 50 mL of 
EtOAc. The combined organic extracts were washed once with 
100 mL of brine and dried and evaporated. The residue was 
chromatographed on 50 mL of silica gel using Hexanes/EtOAc 
1:1 to afford 0.41 g (82%) of the title compound of this step 
as a colorless giom. 

Preparation of Pinacol Ester: 




H3C 



CH3 



-186- 



BNSDOCID: <WO_9729748A1_L> 



wo 97/29748 



PCT/US97/03956 



i . 



2-Bxotao-n' ( 3 . A^a±m^illn^r\^B~ 
IgoxazolvDbanzen^BiilfQiii^iHi^^ 




Br 



0 



N 



H3C 



CH3 



10 



15 



20 



25 



A 2 L three necked flask, equipped with an overhead 
mechanical stirrer, a 250 mL addition funnel and an argon 
line, was charged with 2-bromobenzenesulf onyl chloride (150 
g, 587 mmol, coiranercially available) and anhydrous pyridine 
(150 mL) , The resulting light yellow solution was cooled to 
-18°C (internal temperature) by an ice/salt bath. With 
stirring/ a solution of 5-amino-3 , 4-dimethylisoxazole (69.1 
g, 616 mmol, commercially available) in anydrous pyridine 
(195 mli) was added dropwise through the addition funnel in 
1 hour. The internal reaction temperature did not exceed - 
6*^0 during the course of the addition. After the addition, 
the ice/salt bath was removed and the reaction mixture was 
then warmed up to room temperature, stirred for 1 hour, and 
then stirred at 40^*0 for 21 hours. 

The reaction mixture was cooled to room temperature 
and poured into a mixture of ice water (3 L) and celite 
(37.5 g) . After stirring for 20 minutes, it was filtered 
and rinsed with water (250 mL x 3) . Charcoal (45 g) was 
added to the filtrate. The mixture was stirred at room 
temperature for 40 minutes and was filtered through a pad 
of celite. The celite pad was rinsed with water (500 mL x 
3) . The filtrate was acidified by dropwise addition of 
cold HCl (6N, 750 mL) with vigorous stirring over 2 hours. 
Precipitation of the product occurred and the mixture was 
stirred for another 1 hour after the addition of HCl. 
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The mixture was filtered, the solid was rinsed with 
cold water (750 mL x 4) , and suction dried for 3 days. The 
title compound of this Step i was obtained as a yellowish 
white solid (171 g) in 88% yield (HPLC area percent = 
5 97.4%). 

Thin layer chromatography (TLC) : Rf = 0.47 
(Silica gel from Whatman; Ethyl acetate 
(EtOAc) :hexanes/l:l; Visualization CIAM or UV) 

10 Alternative preparation for title compound of this 
step 1 : 

AIL three necked flask was charged with 2- 
bromobenzenesulfonyl chloride (50 g, 196 mmol) and anhydrous 

15 1, 2-dichloroethane (125 mL) voider an argon atmosphere. The 
resulting colorless solution was cooled to 0°C and anhydrous 
pyridine (40 mL, 396 mmol) was added, followed by the 
addition of 5-amino-3,4-dimethylisoxazole (24*1 g, 196 mmol) 
as a solid. After the addition, the ice bath was removed and 

20 the reaction mixture was heated to 55**C for 21 hours, 
yielding a crude reaction mixture containing the title 
compound of this Step i. 

ii. 2-Bromo-W- ( 3 . 4-dimetlivl -5-ifloxazolvl \ 
25 [ ( 2 ^methoxve thoxv \ methyl 1 benzene^ 

AIL three necked flask, equipped with a mechanical 
stirrer, was charged with potassium carbonate (130.5 g, 944 

30 mmol) and anhydrous dimethyl formamide (DMF, 286 mL) under an 
argon atmosphere. The heterogeneous mixture was stirred for 
15 minutes at room tenperature. The title compound of Step i 
(125 g, 378 mmol) was added as a solid. The mixture was 
stirred again for 15 minutes at room ten^erature. 

35 Methoxyethoxymethylchloride (MEMCl, 47.5 mL, 415.8 mmol) was 
added dropwise through an addition funnel in 40 minutes. 
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After addition, the reaction mixture was stirred for 40 
minutes. The reaction was monitored by HPLC. 

The reaction mixture was diluted with the addition of 
ethyl acetate (400 mL) , stirred for 5 minutes and filtered. 
5 The solid was washed with ethyl acetate (200 mL x 2) and 

hexanes (250 mL x 2) . The filtrate was treated with charcoal 
(25 g) , stirred at room ten^^erature for 1 hour and filtered 
through a celite pad. The celite pad was rinsed with ethyl 
acetate (50 mL x 3) . The ethyl acetate layers were combined 
10 and washed with Na2C03 (IM, 500 mL) • Precipitation occurred 
in the aqueous layer. It was suppressed by addition of water 
(750 mL) . The aqueous layer was separated and discarded. The 
organic layer was washed with water (750 mL) , brine (500 mL x 
2) , dried over Na2S04. filtered and concentrated to a 
15 yellowish semi-solid (157.3 g, 99% mass balance). 

The residue was dissolved in ethanol (125 mL) and set 
aside in a freezer (0**C) for 20 hours. Crystallization 
occurred. The solid was filtered and suction dried. The 
title compound of this Step ii was obtained as a yellowish 
20 white solid (75.65% yield, HPLC area percent = 98.2%). 

TLC: Rf = 0.55 (Silica gel from Whatman; EtOAc:hexanes/l:l; 
visualization: CAM or UV) 

Alternative preparation for the title compound of this 
25 Step ii: 

The reaction mixture obtained by the alternative method 
for the preparation of the title coitpound of Step i was 
cooled to room temperature and concentrated at reduced 
pressxire on a rotary evaporator to a dark thick oil (102 g) 

30 at 40**C. The dark oil (98 g, 188 mmol) was dissolved in 

anydrous dichloromethane (240 mL) • Diisopropylethylamine (97 
mL, 4 equivalents) was added followed by dropwise addition of 
metho3Qrethoxymethyl chloride (25.7 mL, 225.6 mmol). The 
reaction mixture was stirred at room temperature for 4 hours, 

35 The reaction mixture was concentrated at reduced 

pressure on a rotary evaporator to a thick oil, dissolved in 
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EtOAc (400 mL) and charcoal (10 g) was added. The charcoal 
mixture was stirred at room tenqperature for 30 minutes and 
was filtered through a celite pad. The celite pad was rinsed 
with EtOAc (100 mL x 3) and hexanes (200 mL x 2) . The 
5 filtrate was transferred to a separatory funnel and washed 
with water (100 mL x 2) , HCl (0.5N, 100 mL x 2) . water (100 
mL X 2) and brine (100 mL x 2). dried over Na2S04, filtered 
and concentrated to a thick oil (64.9 g, 83% mass balance) . 
The thick oil was dissolved in ethanol (EtOH, 65 mL) , 
10 cooled to O^C with an ice bath, seeded with product and 
stirred at 0**C for 6 hours. Crystallization occured. The 
solid was filtered and suction dried. The title compound of 
this Step ii was obtained as a yellowish solid (62% overall 
yield, HPLC area percent = 98,2%). 
15 TLC: Rf = 0.55 (silica gel from Whatman; EtOAc :hexanes/l : 1; 
visualization: CAM or UV) 

20 Tlii'if"'^"^^^* 

A dry 3-necked 1-liter round-bottomed flask equipped 
with an overhead mechanical stirrer, gas adapter, 
thermocouple, and septum was charged with the title compound 
25 of Step ii (40.0 g; 95.4 mmol) , and then thoroughly degassed 
and placed under an argon atmosphere. Tetrahydrofuran (THF, 
185 mL) was added via syringe and the mixture was cooled to 
about -lOO'^C (internal temperature) . n-Butyl lithium (n- 
BuLi, 42.5 mL. 101 mmol, 2.38 M in hexanes) was dropwise 

30 added over a period of 16 minutes, while maintaining the 
internal temperature between -97°C and -lorc. The pale 
yellow-orange solution was stirred at about -98«'C to -lOl^C 
for an additional 16 minutes. 

Trimethylborate (16.0 mL, 140.9 mmol) in THF (24 mL) was 

35 dropwise added over 14.5 minutes, while maintaining the 

internal temperature between -96">C and -99<'C. The mixture 
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was stirred for about 44 minutes at about -93**C to -lOl^C, 
and an additional 39 minutes at about -93**C to -72**C. HCl 
(3.0 N, 120 mL, 360 xnmol) was added to the reaction (the 
solution exothermed to about -7^C) and was stirred for 20 
5 minutes (-7®C to +6''C) . The two layers were separated in a 
separatory funnel, and the aqueous phase was washed with 
toluene (3 x 120 mL) and t-butyl methyl ether (MTBE, 3 x 100 
mL) • The combined organic layer was washed with brine (4 x 
100 mL) , dried over Na2S04, emd concentrated on a rotary 

10 evaporator to a volume of about 100 mL containing the title 
compound of this Step iii (HPLC area percent = 97.7%). 

Alternative preparation of the title compound of this 
Step 111: 

15 A 500 mL 3 -neck flask equipped with a stir bar was 

charged with the title conpound of Step ii (20.0 g, 47.7 
mmol) and purged with argon for 0.5 hr. Anhydrous THF (200 
mL) was added via syringe and the flask was cooled to -78^C 
in an acetone/dry ice bath. Phenyl lithium (PhLi, 37.1 mL, 

20 48.2 mmol, 1.3 M in cyclohexane-ether , titrated according to 
J. Qrganoinet. Chem. , 186 , 155 (1980), and determined to be 
1.3 M) was added via an addition funnel over the course of 25 
minutes. The rate of addition of PhLi was such that the 
internal temperature of the reaction mixture was maintained 

25 below -75^*0. The resulting solution was stirred at -78**C for 
15 minutes following which a solution of trimethylborate 
(10.8 mL, 95.4 mmol) in THF (5 mL) was cannulated dropwise 
into the reaction mixture over 15 minutes. The 
trimethylborate/THF solution was cooled in an ice-water bath 

30 prior to addition. The rate of addition was maintained such 
that the internal temperature of the reaction mixture did not 
go above -73°C. The reaction mixture was stirred at -78°C 
for 0.5 hr, and then quenched by the dropwise addition of a 
solution of acetic acid (15 mL) in THF (10 mL) . The 

35 acidified solution was stirred at -78®C for 10 minutes 

following which the solution was warmed to O^'C. To this was 
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added dropwise, IN HCl (25 itiL) • (IN HCl was prepared by 
diluting 42 ml of 12N HCl into 500 mL of water. The excess 
acid was added in order to ensure complete quenching. The 
HCl solution was pre-cooled in an ice /water bath prior to 
5 addition^) The reaction mixture was then allowed to warm to 
room temperature and extracted with t-butyl methyl ether 
(TBME, 4 X 250 mL) . The organic layers were combined and 
extracted with 0.5N aqueous NaOH (4 X 25 mL) • The aqueous 
layers were combined and back extracted with TBME (1 X 100 
10 mL) • The aqueous extract was cooled to 0°C and the pH 

adjusted to 2.0 (pH meter) by the dropwise addition of 6N HCl 
with rapid stirring. The acidified solution was extracted 
with TBHE (4 X 250 mL) , the organic layers pooled and dried 
over anhydrous MgS04. The suspension was filtered and the 

15 solution concentrated to give the boronic acid title compoxmd 
of this Step iii as a pale brown oil (17.1 g, 93%, HPLC area 
percent = 88%) . 

HPLC Conditions: Column - YMC ODS-A, 6 x 250 mm; Monitored at 
233 nm; Flow rate - 1.5 mL/min; Solvent A (%) : H20/MeOH/H3P04 
20 90:10:0.2; Solvent B (%) : H20/MeOH/H3P04 10:90:0.2; Gradient: 
40% B to 100% B, linear gradient over 10 minutes, 100% B for 
5 minutes, 40% B for 4 minutes; Retention time for the title 
coirpound of this Step iii = 8.3 minutes. 

25 iv. ES£A£ 

The mixture from Step iii was diluted with toluene (170 
mL) to bring the total volume to about 270 mL, and the flask 
was equipped with a Dean-Stark trap and magnetic stir bar. 
Pinacol (11.6 g, 98.2 mmol) was added and the resulting 
30 mixture was heated to reflux for eibout 1.25 hr. Water was 
drained from the Dean-Stark trap and the title pinacol ester 
of this Step iv was obtained in solution. (98% conversion, 
HPLC area percent = 93.6%) 

Reverse phase HPLC Column: YMC-Pack ODS-A; 150 x 6 mm; S-5 
35 mm, 120A and monitored 0233 nm; Solvent: A = 90% water, 10% 
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methanol and 0.2% H3PO4; B = 10% water. 90% methanol and 0.1% 
H3P04; 

Flow rate: 100 mL per minute; Gradient; 40% B to 100% B in 10 
minutes. Hold time: 5 minutes at 100% B. Step down to 40% B 
and hold for 5 minutes. Retention Time for title product of 
this Step iv - 11. 5 minutes. 

Alternative preparation of the title compound of this 
Step Iv: 

The boronic acid obtained in the alternative method for 
preparation of the title compound of Step iii (17.1 g, 44.5 
mmol) was dissolved in a solution of anhydrous toluene (425 
mL) and pinacol (5.51 g, 46.7 mmol). The flask was placed in 
an oil bath and heated to 120°C for 2 hr (note: reaction was 
complete in first 40 minutes) and water continuously removed 
by the use of a Dean-Stark trap (flask and trap covered in 
foil; mixture boiled rapidly in approximately 0.5 hr) and 
condenser. Analysis of an aliquot (worked up by repeated 
azeotroping with CDCI3) by HPLC indicated Complete conversion 
of the boronic acid starting material to the title conpound 
of. this Step iv. The reaction mixture was cooled to room 
temperature and concentrated to afford the title conpoiond of 
this Step iv as a toluene solution, HPLC area percent = 86%. 
A 100% yield was assumed for conversion of the boronic acid 
to pinacol ester. Retention time of title conpound of this 
Step iv = 12.4 minutes (using HPLC conditions described for 
boronic acid starting material) . 

». W- ( 3 . 4 -Pimethvl - 5- i aoxmgo l vl 1 - A ' - f 2 - 
px»zol Yl ) - a ' - ( 3 -ph en v lpropoxv 1 f 1 . 1 ■ - 
biphenvll -2-fliil f onamtd^ 

To a solution of the title coinpovind of Step (C) (0.36 g, 
0.58 mmol) in 12 mL of 95% EtOH, 12 mL of 6N aq. HCl was 
added and refluxed for 1 hr. The mixture was then diluted 
35 with 100 mL of water and extracted with 3 x 50 mL of EtOAc. 
The combined organic extracts were then washed once with 
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water and dried and evaporated to provide 0.36 g of a 
colorless gum. The residue was purified by reverse phase 
preparative HPLC on a 30x500 mm ODS SIO column using 89% 
solvent B (90% MeOH, .10% H2O, 0.1% TFA) and 11% solvent A 
(10% MeOH, 90% H2O, 0.1% TFA). The appropriate fractions were 
collected and neutralized with aqueous sodium bicarbonate to 
pH 7 and concentrated to 10 mL. The solution was then 
acidified to pH 4 using aqueous sodium bisulfate and the 
white solid was filtered and dried to provide 0.181 g (59%) 
of the title compound of this Example as a white solid, m p 
80-90"C. 



Example ^47 




After briskly stirring a mixture of the title conpound 
of Step (F) of Example 21 (42 mg; 0.10 iranol) , indoline (34 
M-l; 0.30 mmol), AcOH (0.04 ml; 0.68 mmol) and 3A molecular 
sieves (350 mg) in 1 ml of CH2CI2 for 1 hour at room 
tenperature, sodium triacetoxyborohydride (65 mg; 0.30 mmol) 
was added. After stirring 18 hours at room temperature, the 
reaction mixture was filtered through celite and the filtrate 
was diluted with CH2CI2 (20 ml) and washed with water (20 ml) . 
The organic layer was dried (MgS04) and concentrated. The 
residue was chroma tographed on a 2.5 x 10 cm silica gel 
column using a stepwise gradient of 200 ml @ CH2CI2 to 4% 
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MeOH/CH2Cl2 in 1% increments. Concentration of the purest 
fractions gave material of insufficient purity. The material 
was subjected to preparative HPLC [Flow rate= 35 ml/min.; 30 
X 500 Iran s-10 ODS-120A colxjmn, using an isocratic method (85% 
5 MeOH/H20 +0.1% TFA) ] . The pure fractions were concentrated 
and dissolved in -0.5 ml MeOH. m HCl (0.5 ml) was added, 
followed by 2.5 ml of water. The mixture was frozen and 
lyophilized to afford 43 mg (77%) of the title conpound of 
this Exaitple as an off-white solid, np 130-140°C. 

0 

Exampla l^q 

? ' - r f ri, . 1 -Bjphey^Yl 1 - 4 -vl ox v) m e thvl 1 -M- f 3 . 4 -dtmiitlivi - s- 
AffOaiiftgolYl ) -4 ' - (2-oxazolvl ) n. 1 ■ -bi olienvn -2- 




A. 2 ■ - r ( n, 1 ' -Biphenvn - A -v loxv) methyl 1 -K- 
(3 . 4-dimetlivl-5-i so3cazolvl) -M- r fa- 
me thoxvethoacv) matehvll - 4 ' - 12- 
PXazolvl) ri. 1 ' -blphenvll -2-fltilf otnnnl^^ 

To the title compound of Step (B) of Example 57 (60 
rag, 0.10 ramol) in 0.21 ml EMF, NaH (60% in mineral oil, 5 mg, 
0.13 mmol) was added and stirred at room temperature for 20 
min. To the mixtiire, 4-phenylphenol (20 mg, 0.11 mmol) was 
added and the reaction mixture was stirred at room 
temperature for 4 hrs. 10 ml H2O was added and the mixture 
Vfas extracted with 3x20 ml EtOAc. The c<Mnbined organic 
extracts were washed with H20, brine, dried and concentrated 
to afford the title conqpound of this step as a gum. 
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B . a ■ - r < n. l-Biphanvn -A-vloagv>methvll -W- 
i a ■ A -dimethyl- 5 -iaoxazolvl ^ -4 ' - (2- 
ovMgQlvH ri.l'-blphenvn-2-«ulfonamidq 

5 To a solution of the title compoiind of Step (A) in 3 

ml of 95% EtOH, 3 ml 6N HCl was added. The reaction was 
refluxed for 1 h and 10 min and concentrated. The residue was 
neutralized to pH>8 with NaHC03, and was then acidified to pH 
5 with aq. N€iHS04, and extracted with 3X20 ml EtOAc. The 
10 organic extracts were washed with brine, dried and 

concentrated. The residue was chromatographed on silica gel 
using 70:30:0.25 hexane/EtOAc/AcOH to furnish the title 
compound of this Exanqole (45 mg, 75% for two steps) as a 
light yellow solid, m.p. 95-105*'C (amorphous) . 

15 

Example 1A£ 

ff- r ra ' - r f f a . A-Pimethvl-S-ifl o xazolvl) aminol gulf onyM -4- 
f ri. 1' -biphenvn - 2-YninethYll 

n.«ifciivi n. 1 ' -biphenvn -4-carboxftni.d» 

20 




To the title compound of Step (A) , Exaanple 28 (23 mg, 
0.053 mmol) and 4-biphenylcarbonyl chloride (11.4 mg, 0.053 

25 mmol) in 0.53 ml CH2CI2 at O'C, triethylamine (10.6 mg, 0.11 
mmol) was added. The reaction was stirred at room temperature 
overnight and concentrated. The residue was purified by 
preparative HPLC on an ODS SIO colximn using 20% solvent A 
(10% MeOH, 90% H2O, 0.1% TFA) and 80% solvent B (90% MeOH, 

30 10% H2O, 0.1% TFA) to provide the title compoxind of this 
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Example (19 mg, 58%) as a white solid, m.p. 137-146'*C 
(amorphous) . 



Example lyp 

y- (3 t 4-Dimgt)iYl-5-i80xa2olvll -4 » - / ^ -oxazoli^^H -2 » - r f 3- 
Pt»»nY3.-3.P-itnAaa?;oX-l-vl>met:hvn f 1 . i ■ -biph^«v1 1 




W- (3 , 4-Piniethvl-s-l«oM>goi . vi > -m. r ra- 
m^th93tYgt^Qxv)inethvn -4 ■ - f 2-o«« geivn - a « - 
[(2-phgnv3.-aH-iinida2ol-l-vHm«tehvT l r±.±'- 

A solution of 2 -phenyl imidazole (28.8 mg, 0.2 mmol) in 
0.5 ml of dry THF was cooled to 0°C under an argon atmosphere 
and 60% sodium hydride (8 mg, 0.18 mmol) was added. A 
solution of the title compound of Step (B) of Example 57 (58 
mg, 0.1 mmol) in 0.25 ml of THF was added and the mixture was 
stirred for 1 hr at O^C and checJced by TLC (silica, 
EtOAcrhexane 1:1) showing only starting material present. 
The reaction was warmed to rocan temperature and stirred for 1 
hr (only starting material present) . EMF (-2 drops) was added 
and the reaction was stirred overnight at ambient 
temperature. TLC showed no starting material present. The 
reaction was diluted with water and extracted with EtOAc (3 x 
10 ml) . The combined extract was washed with brine, dried 
over anhydrous Na2S04 and evaporated yielding the crude 
product as a colorless oil. Purification on a Merck silica 
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column eluting with EtOAc yielded 56 mg (86%) of the title 
conpound of this step as a colorless solid. 

B. B!-^3.A-Dl in«>fehvl-S-iS0XaZ0lYl>-4'-(a- 

^j^^ vi w 2 ' - r ( 2 -phanvl - 1 H- 3 midazol - - 

nrl 1 mateh- trl 1 f 1 . 1 » -biphenvl 1 - 2 - Uttl f qnftffiia? * 

A solution of the title coit^jound of Step (A) (90 
mg, 0.14 mrool) in 1.5 ml of 6 N HCl and 1.5 ml of ethanol was 
heated at 90°C for 3 hrs. The reaction was evaporated to 
dryness and the residue was partitioned with sat. sodium 
bicarbonate solution and EtOAc. The EtOAc layer was washed 
with brine, dried over anhy. Na2S04 and evaporated to yield 
the crude mixture as a colorless oil. The crude material was 
chromatographed on a Merck silica column eluting with 5% MeOH 
/ CH2CI2 yielding a three component mixture. The mixture was 
purified by prep. HPLC using a 30 x 500 mm S-10 ODS-120 
column with a flow rate of 35 ml/min. A stepwise gradient 
from 42 to 52% in 2% increments at 5 min intervals was used 
with a solvent system of MeOH / water + 0.1% TFA. The 
fractions containing pure product were combined and 
evaporated to dryness yielding 22 mg of pure product as the 
TFA salt (24%) . The TFA salt was dissolved in 0.5 ml of MeOH 
and 1 ml of 1 N HCl was added and the mixture was evaporated 
to dryness yielding the HCl salt as a colorless solid. The 
material was lyophilized from dioxane/water yielding 14 mg 
(17%) of the title con^jound of this Example as a white solid, 
m.p. 160 - I68OC. 

I ^ , ^ -fl i |,>t:hvl - 5 - < «« Q va»ol Vl > -4 ' > ( 2 -OTffl gql YH r i , 1 ' - 

^ < nhaiivl 1 -2 - f enaini^» 
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A. 2 ' - r (1, 3-Dlhvdro-l. 3>-dioxo-2H>isQ lndol>2- 
vl ) metilivl 1 -N- f 3 . 4 -dimethyl -5- i floxazolvl \ - 

oxazolvl > ri , 1 ' -biphenvl 1 -2 -sulfonamide 

To a solution of the title compotmd of Step (B) of 
Example 57 (0,08 g, 0.14 inmol) in 1 mL DMF, potassium 
phthalimide (0*031 g, 0.166 mmol) was added and the mixture 

10 was stirred at room temperature for 12 hr. The mixture was 

then added to 25 mL water and the solution was extracted with 
2x25 mL EtOAc. The combined organic extracts were washed with 
water and dried and evaporated. The residue thus obtained was 
chromatographed on 20 g of silica gel using 2:1 hexane:EtOAc 

15 to afford 0.051 g (57%) of the title compound of this step as 
a colorless gum. 

B. 2' - r C1.3 -Dllivdro-l. 3-dioxo-2H-iBoindol-2- 
vl 1 metlivl 1 -N- ( 3 , 4 -dimethyl - 5 - isoxazolvl 1 - 

20 4 ■ - (2-oxa2olyH fl, 1 ■ -biphenyll -2- 

gulf onamide 

To a solution of the title compound of Step (A) (0.05 g, 
0.087 mmol) in 10 raL of CH2CI2/ chlorotrimethylsilane (0.019 

g, 0.17 mmol) and sodium iodide (0.026 g, 0.17 mmol) were 
25 added the mixture stirred at room temperature for 2 hr. 

Additional portions of chlorotrimethylsilane (0.019 g, 0.17 
mmol) and sodium iodide (0.026 g, 0.17 mmol) were added and 
the mixture stirred for an additional 1 hr. The mixture was 
diluted with 15 mL of water and extracted with 3 x 15 mL of 
30 CH2CI2. The combined organic extracts were then washed once 
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with water and dried and evaporated. The residue was purified 
by reverse phase preparative HPLC on a 30x500 mm ODS SIO 
column using 75% solvent B (90% MeOH, 10% H2O, 0.1% TFA) and 
25% solvent A (10% MeOH, 90% H2O, 0.1% TFA). The appropriate 
5 fractions were collected and neutralized with aqueous sodium 
bicarbonate to pH 7 and concentrated to 10 mL. The solution 
was then acidified to pH 4 using aqueous sodium bisulfate and 
the white solid was filtered and dried to provide 0.026 g 
(54%) of the title coitpound of this Example as a white solid. 
10 m.p 120-130-C. 

w- r 3 ■ A..Dim«<^hvl-S-l i .ft«i^»olvl> -4 ' - (2-oxftSOlYl ) - 
a' rfl.2.?-.*-teafcra h vdgQ.l>Quinolipvl>m«tl>Yn f?.*!'- 
15 |;><phaiivll onamide 



20 




After briskly stirring a mixture of the title compound 
of Step (F) of Example 21 (43 mg; 0.10 mmol) , 
tetrahydroquinoline (38 Jil; 0.30 mmol), AcOH (0.04 ml; 0.68 
mmol) and 3A molecular sieves (400 mg) in 1 ml of CH2CI2 for 1 
hour at room temperature, sodium triacetoxi^rohydride (64 
mg; 0.30 mmol) was added. After stirring 18 hours at room 
25 tenperature, the reaction mixture was filtered through celite 
and the filtrate was diluted with CH2CI2 (20 ml) and washed 
with water (20 ml) . The organic layer was dried {MgS04) and 
concentrated. The residue was chromatographed on a 2.5 x 12 
cm silica gel column using 1000 ml of EtOAc:Hex, 1:1 and 500 
30 ml of EtOAc as the mobile phase. Concentration of the purest 
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fractions afforded 48 mg (89%) of the title compound of this 
Example as a white solid, mp 98-108**C. 

Bxwapl 1?? 
f 3 > 4-Diinethvl-5>iaoxa2 olvH >2 » - f m> 
methvlethvl ) f 2 . 2 > 2 ■ tr 1 f luoroe thvl ^ aminol methyl 1 -4 ' - / 2 - 
oxazolvl) ri, 1' -biphenvn -2 -aul f onamid^ 




10 

A. 2 . 2 . 2-Trif liioro-W-- f 1- 

methvlethvl ) ethanamtne . hydrochloride 

After briskly stirring a mixture of acetone (I.IO ml; 
15 ramol) , 2,2,2-trif luoroethylamine hydrochloride (1 g; 7.4 
15 mmol) , AcOH (2 ml) and 3A molecular sieves (5 g) in 30 ml of 
CH2CI2 for 2 hour at room temperature, sodium 

triacetojQTborohydride (3.20 g; 15 mmol) was added. After 
stirring 18 hours at room temperature, the reaction mixture 
was filtered through celite and 5 ml of ethereal HCl were 

20 added. After removing the volatiles in vacuo the residue was 
partitioned between ether (100 ml) and 2M NaOH (100 ml) . The 
organic layer was washed with brine (50 ml), dried {MgS04) 
and filtered. Ethereal HCl (5 ml) was added and the 
volatiles were removed in vacuo to afford 855 mg (65%) of 

25 the title compound of this step as a white powder, mp 
(melting point) = 80-90''C. 

B. (3 , 4>Dimethvl> 5-igoxa2olvl W2 ' - f f f 1^ 
methvlethvll (2.2,2- 
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tegifltt<pgoat:hvl ,)ffin«tno1inatelivll - 4'- (3- 

After briskly stirring a mixture of the title compound 
of Step (A) (53 mg; 0.30 mmol) , the title compound of Step 
(F) of Example 21 (43 mg; 0.10 mmol), AcOH (0.04 ml;, 0.68 
imnol) and 3A molecular sieves (400 mg) in 1 ml of CH2CI2 for 1 
hour at room temperature, sodium triacetoxyborolydride (64 
mg; 0.30 mmol) was added. After stirring 18 hours at room 
tenperature, the reaction mixture was filtered through celite 
and the filtrate was diluted with CH2CI2 (20 ml) and washed 
with water (20 ml) . The organic layer was dried (MgS04) and 
concentrated. The residue was chromatographed on a 2.5 x 15 
cm silica gel column using EtOAc-.Hex, 1:1 as the mobile 
phase. Concentration of the purest fractions afforded a gum 
15 that was dissolved in 0.5 ml of MeOH. Water (2.5 ml) was 

added and the mixture was frozen and lyophilized to afford 20 
mg (37%) of the title con«)ound of this Exanqple as a white 
solid, mp 80-90'C. 



10 



20 




25 



CHa 

Isomer A, contains 7.7% Isomer B 
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hvdroxv>4-phenvlbut:vl> -N- f f 2^ 

methoxv thoxv)met:hvn -4 ' > f 2> 

oxazolvl) ri, 1 ' -biphenvll -2 -flulf onamide 

5 To magnesium (267 mg, 11 mmol) in 10 ml Et20, a 

catalytic amount of iodine was added. About 1/5 volume of a 
solution of ( 2 -bromoethyl) benzene (1,85 g, 10 mmol) in 5 ml 
Et20 was added. As soon as the reaction was initiated, the 
remainder of the bromide in Et20 was added gradually at such 

10 a rate that a gentle reflux was maintained. The reaction was 
refluxed for additional 1 hr and cooled to room teit^erature . 

To the title compound of Step (B) of Example 49 (131 
mg, 0.25 mmol) in 2.5 ml THF at -40'*C, 0.37 ml of the 
Grignard reagent was added dropwise. The reaction was warmed 

15 to room temperature slowly and stirred at room temperature 

for 0.5 hr. The reaction was quenched with ice and sat. NH4CI 

water solution, extracted with EtOAc. The extracts were 
washed with brine, dried and concentrated. The residue was 
chromatographed on silica gel using 1:1.3 hexeme/EtOAc to 
20 afford the title compound of this step as a gum. 

B. N> ( 3 , 4-Dimethvl-5->lflQxazolvl> -2 ■ - f 2- 
hvdroxv-4-phenvlbutvl> -4 ' - (2- 
oxazolvl) ri> 1 ' -blphenvll ^2-flttlf Qnamlde, 
25 Isomer A 

To a solution of the title compound of Step (A) in 5 ml 
of CH3CN, MesSiCl (163 mg, 1.50 mmol) was added and followed 

by Nal (225 mg, 1.50 mmol) . The mixture was stirred at room 
temperature for 30 min. Additional MesSiCl (81 mg, 0.75 mmol) 

30 and Nal (112 mg, 0.75 mmol) were added and the reaction was 
stirred for additional 1.5 hr. The reaction mixture was then 
added to 3 ml H2O and 30 ml EtOAc. The organic layer was 
separated cOid washed with saturated aqueous Na2S203, brine, 
dried and concentrated. The residue was purified by 

35 preparative HPLC on an ODS SIO coltimn using 34% solvent A 
(10% MeOH, 90% H2O, 0.1% TFA) and 66% solvent B (90% MeOH, 
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10% H20, 0.1% TFA) to provide a mixture of two isomers which 
was chromatographed on silica gel using 70:30:0.5 
hexane/EtOAc/AcOH to afford isomer A of the title compound of 
this Exait¥)le (23 mg) as a white solid, m.p. 92-102*C 
5 (amorphous) . 

K~(2.4. -Dimefchvl- !5-igo»agelvl ) -2 ' - ( 2 -hvdrQXV4- 
phanvlbtttv? W A ' - < 2 - QKagQlvl I F 1 . 1 ' -blphanvl 1 - 2 - 

10 ff^ilf^Fflmi'l*- igQPn^y B 




Isomer B, contains 22.0% isomer A 



The silica gel chromatography of Example 154 further 
15 yielded isomer B of the title con^jound of this Example (14 
mg) as a white solid, m.p. SO-SS^C (amorphous) . 



M- r f 2 ' - r r f 3 .4-pii«athvl -5-i«oxazolvl)aMinQl BuXtgnvM 
20 f a.oxazelY -' Wi. 1 ' -biphenvll -a-YlM^hVM -H- 
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^» N- ( 3 . 4~Diinethvi-5-lgoaga zQlv>l \ ,w- r fp- 
iaethoxvethoxv^inatlivn -2 ' - ra- 
(lBgt:hvlftmlno)ethvn .4 ■ - r a -oacagelvll ri. 1 ' - 
5 blphenvll -2~Bul€onami^^ 

To the title compoxmd of Step (B) of Exan^le 49 (96 
mg, 0.18 mmol) and 3A molecular sieves in 2.5 ml MeOH at 0*C, 
acetic acid (22 mg, 0.37 mmol), MeNH2 (8.03 M in EtOH, 0.045 
ml, 0.37 mmol) were added followed by NaBHaCN {23 mg, 0.37 
10 mmol) . The mixture was stirred at room temperature for 2 hr, 
diluted with 25 ml EtOAc, washed with H2O, brine, dried and 
concentrated. The residue was chromatographed on silica gel 
using 100:4:0.5 CH2Cl2/MeOH/NH40H to give the title compound 
of this step (29 mg, 12.5%) as a giim. 

15 

»• W- ra- 12 « - r r O .4-Dlm«fchv!L-S -±aexagQlv>ll t 1^^ 

ox»2P1y3. ) f H » -biphenvl 1 - 2 - vll ethvl 1 -M- 
methvlbenzeneaeateamia^ 

20 To phenylacetic acid (7.9 mg, 0.058 mmol) and 0.003 ml 

DMF in 1 ml CH2C12/ oxalyl chloride (2 M in CH2CI2, 0.073 ml, 
0.15 mmol) was added. The mixture was stirred at rocxn 
temperature for 1.5 hr and concentrated. The residue was 
dissolved in 0.5 ml CH2CI2 and cooled to O'C. A solution of 

25 the title confound of Step (A) (29 mg, 0.053 mmol) in 0.5 ml 
CH2CI2 was added and followed by Et3N (16 mg, 0.16 mmol) . The 
reaction was stirred at room temperature for 2 hr and 
concentrated to give the title compound of this step. 

30 c. ii>rr2'-rrf3.4-Di»^ thvi-5- 

isoxagelvll amino! aulf onvll -4- f 2- 

patagPlYl) ri.i'-blpiiaiivn-2- vn«tehvT i 

matihvlbaBgaB^ aeatamld^ 

To a solution of the title compound of Step (B) in 1.5 
35 ml of CH3CN, MesSiCl (34 mg, 0.32 mmol) was added and 

followed by Nal (48 mg, 0.32 mmol) . The mixture was stirred 
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at room temperature for 0.5 hr. Additional MesSiCl (46 mg, 
0.42 mmol) and Nal (63 mg, 0.42 ramol) were added in three 
portions and the reaction mixture was stirred for additional 
1 hr and 45 min. The mixture was then added to 2 ml H2O and 
20 ml EtOAc. The organic layer was washed with 1 ml sat. 
Na2S203, brine, dried and concentrated. The residue was 
purified by preparative HPLC on an ODS SIO column using 30% 
solvent A (10% MeOH, 90% H2O, 0.1% TFA) and 70% solvent B 
(90% MeOH, 10% H2O, 0.1% TFA) to provide the title compound 
of this Example (7 mg, 23% for two steps) as a white solid, 
m.p. 98-106*C (amorphous). 



^KMMBla 157 




20 After briskly stirring a mixture of the title compound 

of Step (F) of Example 21 (42 mg; 0.10 mmol), aniline (0.027 
ml; 0.30 mmol), AcOH (0.04 ml; 0.68 mmol) and 3A molecular 
sieves (400 mg) in 1 ml of CH2CI2 for 1 hour at room 
temperature, sodium triacetoxyborohydride (65 mg; 0.30 mmol) 

25 was added. After stirring 18 hours at room temperature, the 
reaction mixture was filtered through a celite and the 
filtrate was diluted with CH2CI2 (20 ml) and washed with water 
(20 ml) . The organic layer was dried (M&SO4) and 
concentrated. The residue was chromatographed on a 2.5 x 15 

30 cm silica gel column using IL EtOAcrHex, 1:1 and 500 ml 
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EtOAc:hex, 3:1 as the mobile phase. Concentration of the 
pure fractions afforded 35 mg (70%) of the title compound of 
this Example as a white powder, np 95-97**C.; Rf= 0.32, 
EtOAc . 

tT~(3,4-Digiethvl-5-ieoxazelvl> - 4'-f2-QxazQlvH-2 '-r rn- 
(tyiflttorQioethvDethvllaiiiiiiolna fchvll - n . 1 ' -biphanv ^ ^ - 

2-aulfonamld«i 




1:1 mixture of diastereomers 

A. K'12.2. 2-Trlf luoro-l- 

n^thvlethvl ) benzenematlianaintBa 

After briskly stirring a mixtiare of 1,1,1- 
trifluoroacetone (1.0 ml; 11.2 mmol) , benzylamine (1.1 ml; 10 
inmol) , AcOH (2 ml) euid 3 A molecular sieves (5 g) in 30 ml of 
CH2CI2 for 2 hour at room ten^rature, sodium 

triacetoxyborohydride (4.25 g; 20 mmol) was added- After 
stirring 48 hours at room tempera txire, the reaction mixture 
was filtered through celite. After removing the volatiles in 
vacuo the residue was partitioned between ether (100 ml) euid 
2M NaOH (100 ml) . The organic layer was washed with brine 
(50 ml), dried (MgS04) and filtered through a 5 x 5 cm pad of 
silica gel. The pad was rinsed with ether and the filtrate 
was concentrated to afford 2.0 g (99%) of the title compound 
of this step as a colorless liquid. 
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NMR (CDCI3): 8 1.25 (d, J= 7 Hz, 3H) , 3.18 (m, IH) , 
3.88 (d, J= 13.5 Hz, IH), 3.94 (d, J= 13.5 Hz, IH) , 7.27 (m, 
IH) , 7.33 (m, 4H) . 

5 "C NNR (CDCI3): 5 16.0, 55.3 (q, Jc-f3= 29.3 Hz), 67.1, 
128.3 (q, Jc.p= 283,2 Hz), 128.5, 129.3, 129.8, 140.9. 

2,2, 2-Trlf liioro-l^mathvlethanamine 

A mixture of the title compound of Step (A) (2 g; 9.84 
10 mmol) and §E HCl (3.3 ml) in 95 ml of MeOH was hydrogenated 
at 1 atmosphere and at room temperature over 400 mg 20% 
Pd(0H)2/C for 20 hr. After filtering the reaction mixture 

through a 0.45 micron nylon-66 filter, the filtrate was 
concentrated and coevaporated from MeOH several times. 
15 Trituration with ether afforded 885 mg (60%) of the title 
compound of this step as a white powder. 

iH MHR (CDaOD): 6 1.51 (d, J= 6.5 Hz, 3H) , 4.22 (m, IH) . 

C, N> ( 3 , 4-Dimethvl-5-iaoxagolvl > -4 ' - (2- 
20 Q«ftaso3.Y^)-2'--[[[l- 

[If 1* -bAph^nYl3-2-g^^fPP(ll^i4» 

After briskly stirring a mixture of the title compoiind 
of Step (B) (45 mg; 0.30 mmol), the title compound of Step 
25 (F) of Example 49 (38 mg; 0.09 mmol), AcOH (0.04 ml; 0.68 

mmol) and 3A molecular sieves (400 mg) in 1 ml of CH2CI2 for 1 

hour at room teitqperature , sodium triacetoxyborohydride (64 
mg; 0.30 mmol) was added. After stirring 18 hours at room 
temperature, the reaction mixture was filtered through celite 

30 and the filtrate was diluted with CH2CI2 (20 ml) and washed 
with water (20 ml) . The organic layer was dried (MgS04) and 
concentrated. The residue was chromatographed on a 2.5 x 15 
cm silica gel coluirai using 1000 ml EtOAc:Hex, 1:1 and 500 ml 
EtOAc as the mobile phase. Concentration of the purest 

35 fractions afforded a giam that was dissolved in 0.5 ml of 

MeOH. Water (2.5 ml) was added and the mixture was frozen 
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and lyophilized to afford 37 mg (79%) of the title compound 
of this Exainple as a white solid, mp 60-70 ""C; Rf= 0.24, 
EtOAc • 

(Exists as a 1:1 mixture of diastereomers. ) 

Example 159 

W- (3 . 4-Pimethvl-5-isoxa2olvl) -4 ' - f 2-oxa2olvl > -2 « - f f 
P^i^nvl - 3-H-Pvrazol - 1 - vl ) me t hvl 1 r 1 , l » >bl phe nyl 1^3- 

/=\ 



10 




A. f 3.4-Dlmet:hvl-5-lBoxazQlvl \ -M- f ^2- 

methoxvethoxv^matilivn --4 « - f 2>Q3caz QlvH ^2 ' ■ 
r (3>phanvl-lH>Pvrazol>l-vl)metlivl 1 f 1. 1 ■ - 
biphenvll '2^aii3, fpp,M^AA^ 

15 A solution of 3-phenylpyrazole (38.2 mg, 0.265 ramol; 

see Takahashi et.al., Synthesis, 690-691, 1985) in 2.5 ml of 
THF was cooled to O^c under an argon atmosphere cuid 60% 
sodium hydride (10.6 mg, 0.265 mmol) was added. After 
stirring at O^C for 0 . 5 hr the title cortqpound of Step (B) of 

20 Example 57 (153 mg, mmol) was added followed by the addition 
of 0.5 ml of dry DMF. The reaction was allowed to warm to 
room tempera tiire and stir overnight. The reaction was 
diluted with water and extracted with ethyl actate. The 
ethyl acetate extract was washed with brine and dried over 

25 cuihydrous sodium sulfate. The crude product was purified by 
coliimn chromatography on silica eluting with ethyl 
acetate /hexane yielding 115 mg (68%) of the MEM protected 
intermediate title conpound of this step as a colorless 
solid. 
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W- (3 r4-pi methyl -5-1 BQ»iigft-^ Y H -d ■ - /a- 
gxftao^ YJ > - ^ ' - r f ^ -Phenyl - 1 H-»^r.M , 7 - 
Y^)p^thYn n ,i*-hiphenyn-?— tiif»,.>n>4^ ^ 

A solution of the title compound of Step (A) (110 mg, 
0.172 mmol) in 0.4 ml of ethanol and 0.4 ml of 6 N HCl was 
heated at reflux 90oc for 2.5 hrs . The reaction was 
concentrated to dryness, dissolved in ethyl acetate, washed 
with sodium bicarbonate, water, brine and dried over sodium 
sulfate. The crude product was purified on a Merck silica 
column eluting with methanol /methylene chloride yielding 50 
mg of product as a colorless oil. The oily residue was 
lyophilized from dioxane to yield 48 mg (51%) of the title 
compound of this Example as a colorless solid, m.p. 164- 
I68OC. 

Examnle l^n 

W- (3 t 4-Pim*^rnY3,-g-iBg«flgplyl) -4 ' - f 2-o3rm««l v i> - 2 ■ - r 1 »- 
PYrfta?Ol - I - Yl n^thYl ) F 1 , X ' -biphenvl 1 -2 T j^^p ^ip^ 

f=\ 



10 



20 




25 A. W- f3,4-Plmethvl-S-i«Q«M^» Xvi)..M-r f2- 

P♦t^PXY^thQxv)nethyn -4 ' - f > ' - 
(lH-PYrflgQl-1 -Vlmefchvl Wl. 1 . -K^ P ti nnvn >2- 

A solution of pyrazole (22.3 mg, 0,34 mmol) in 2.5 ml 
30 of THF was cooled to O^C under an argon atmosphere and 60% 

sodium hydride (12 mg, 0.34 mmol) was added. After stirring 
at OOC for 0.5 hr the title compound of Step (B) of Example 
57 (130 mg, 0.225 mmol) was added followed by the addition of 
0.5 ml of dry DMF. The reaction was allowed to warm to room 
35 temperature and stir overnight. The reaction was diluted 
with water and extracted with ethyl actate. The etl^l 
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acetate extract was washed with brine and dried over anhy, 
sodium sulfate. The crude product was purified hy column 
chromatography on silica eluting with methanol /methylene 
chloride yielding 118 mg (92%) of the MEM protected 
5 intermediate title conpound of this step as a colorless 
solid. 

B. N> (3 . 4-Dimethvl-5>iBQxa2o lvl> -4 ' - f 2- 

oxazolvl) -2 » - (IH-Pvrazol-l- vlmethvH f 1. 1' - 
10 l?4p)ianYlI -a-pua^fonamide 

A solution of the title compound of Step (A) (110 mg, 
0.172 mmol) in 1.5 ml of ethanol cind 1.5 ml of 6 N HCl was 
heated at reflux 90°C for 2 . 5 hrs . The reaction was 
concentrated to dryness, dissolved in ethyl acetate, washed 

15 with sodium bicarbonate, water, brine and dried over sodium 
sulfate. The crude product was purified on a Merck silica 
column eluting with methanol /methylene chloride yielding 40 
mg of product as a colorless oil. The oily residue was 
lyophilized from dioxane to yield 38 mg (56%) of the title 

20 compound of this Example as a colorless solid, m.p. 140- 
1460C. 

25 (3,4 -dlmathvl ^ S-l soxazolvl > -4 ■ - f 2 -oxazolvl W 1 . 1 ' > 
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A. ? ■ - f f 1 . Q-i-oxo-2H-i»oindQ3,-a- 

y^ ^i^^f hvll -M- -d-dlniafchvl woxftgOlYl) ■ 

p . f ( ^ .matehoK vfcheacv ) in«tehvl 1 - 4 ' - ( 2 - 

fi - 1 ' -hiphenvn -2 -Bulf Qnani4g 

5 To 2, 3-dihydro-lH-isoindol-l-one (32 mg, 0.24 mmol, 

prepared as described in J. Chem. Soc. Perkin Trans I, 2251 
(1989)) in 0.4 ml DMF, sodium hydride (60% in mineral oil, 
10.4 mg, 0.26 mmol) was added and stirred at room temperature 
for 20 min. The title compound of Step (B) of Example 57 (115 
10 mg. 0.2 mmol) was added and the mixture was stirred at room 
temperature overnight. 10 ml H2O was added to the mixture and 
filtered. The residue was disolved in 25 ml EtOAc, washed 
with H2O, brine, dried and concentrated to afford the title 

conpound of this step as a gum. 

15 

B. « - r f 1 . 3 - pihvflgo- 1 -0x0- 2H-i gQindol - 2 - 
4».i2-oita» »wi^ ri.i'-biphenYl]-2- 

20 To a solution of the title compound of Step (A) in 4 

ml of CH3CN, MesSiCl (174 mg, 1.6 mmol) was added and 
followed by Nal (240 mg, 1.6 mmol) . The mixture was stirred 
at room temperature for 20 min. Additional MesSiCl (74 mg, 
1.6mmol) and Nal (240 mg, 1.6 mmol) were added in four 

25 portions and the reaction was stirred for additional 1 hr and 
10 min. The reaction mixture was then added to 3 ml H2O and 
30 ml EtOAc. The organic layer was separated and washed with 
1 ml saturated aqueous Na2S203, brine, dried and 
concentrated. The residue was purified by preparative HPLC on 

30 an ODS SIO column using 30% solvent A (10% MeOH, 90% H2O, 

0.1% TFA) and 70% solvent B (90% MeOH, 10% H2O, 0.1% TFA) to 
provide the title compound of this Exair«>le (43 mg, 40% for 
two steps) as a white solid, m.p. 135-142»C (amorphous) . 
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I ta'"f r (3r4-pi,lnethYl-5.igc>xasolvl)amlno^^^llf o nvn~A- 
(?-<?a^;Ci?iq3.Y^) tl,l ' -biph^nvll -2-vn net h vl1iiieteliirlearbamie 



To a solution of 2 ' - [ (methylamino) methyl] -N- (3 , 4- 
dimethyl-5-isoxazolyl) -4 • - (2-oxazolyl) [1,1' -biphenyl] -2- 
sulfonamide (80 mg, 0.18 nmol, prepared as described in Step 
(A) of Example 28) in 1.8 ml of CH2CI2, phenyl chlorof onnate 
(29 mg, 0.18 mmol) was added and followed by Et3N (37 mg, 
0.36 mmol) . The mixture was stirred at room temperature for 
1.5 hr and concentrated. The residue was purified by 
preparative HPLC on an ODS SIO column using 18% solvent A 
(10% MeOH, 90% H2O, 0.1% TFA) and 82% solvent B (90% MeOH, 
10% H2O, 0.1% TFA) to provide the title compound of this 
Example (75 mg, 74%) as a white solid, m.p. 112-120**C 
(amorphous) . 

FrT^Vl" If? 

t [? ' - r r (3 t 4-Pi»^thYl-5^igQXazolvl) aminol s ulfonvll -A- 



( a -9*^ZQ l yX ) r H , ^ ' -biPh^nvl 1 -2 - vn meth y l 1 ma thvl carbiMiii e 

ASii&^ Phenvlm^tlivl mntimr 
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TO a solution of 2 ' - [ (methylaminOmethyll -N- (3, 4- 
din»ethyl-5-isoxazolyl) -4 • - (2.oxazolyl) [1,1' -^iP^-;^! 
sulfonamide (80 mg, 0.18 mmol, prepared as described xn Step 
(A) of Example 28) in 1.8 ml of CH2CI2, benzyl chloroformate 
(31 mg, 0.18 mmol) was added and followed by Et3N (37 mg, 

0 36 mmol) . The mixture was stirred at room temperature for 

1 5 hr and concentrated. The residue was purified by 
nreoarative HPLC on an ODS SlO column using 21% solvent A 
(10% M^OH 90% H20. 0.1% TFA) and 79% solvent B (90% MeOH. 
10% H20, 0.1% TFA) to provide the title compound of thxs 
Example (60 mg. 58%) as a white solid, m.p. 105-113»C 
(amorphous) . 




After brislcly stirring a mixture of the title confound 
of Step (F) of Example 21 (126 mg; 0.30 mmol) and 5-amxno- 
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3 « 4-dimethylisoxazole (102 zng; 0.90 iranol) in 3 ml of MeOH for 
18 hours at room teznperature , sodium cyanoborohydride (60 rog; 
0,90 mmol) was added* (Note: Initially ^ the reaction mixture 
was homogeneous. After 18 hr, the reaction mixture was a 
thick suspension.) After stirring 4 hours at room 
temperature, the reaction mixture was diluted with CH2CI2 (6 
ml) and --1/3 of the resulting solution was loaded onto an SAX 
cartridge (3 ml) that was pre treated as follows: IM NaOAc (2 
x 10 ml); water (4 x 10 ml); MeOH (2 x 10 ml); and CH2CI2 (2 x 
10 ml) . The cartridge was eluted with CH2CI2 (2 x 10 ml) , 
followed by (3l2Cl2 :MeOH:TFA, 50:50:3 (2 x 10 ml). This 
cartridge filtration was repeated on the remainder of the 
material. The product-containing fractions were concentrated 
to give a residue that was further purified by preparative 
HPLC (Flow rate= 35 ml/min. ; 30 x 500 ram s-10 ODS~120A 
column, using an stepwise gradient of 53% MeOH/H20 + 0.1% TEA 
to 63% MeOH/H20 + 0.1% TEA in 2% increments at 5 minute 
inteirvals) . Concentration of the pure fractions gave a 
residue that was dissolved in -0.5 ml of MeOH. Water (2.5 
ml) was added and the mixtxire was frozen and lyophilized to 
afford 64 mg (41%) of the title compound of this Example as a 
white powder, mp 95-lll''C. 



W- (3 , 4^Dxmethvl- 5>igoxa2olvl> -4 ' - ( 2-oxazolvl > -2 ' - 
1. 2, 3^tria2ol-2-vlmet:hvl) fl . 1 « -^biphenvll ^2 -aiilf onamlde 
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biphenvl 1 -2 -aiil f »^n mi 

W- ( ? 1 4 -pim^thYl ~ 5 - 1 ao«M ^..1 yj ) - w- r / a ^ 
Bl^thp3^Y^thoyY)in^tHYl 1 -4 ■ - f 2-«^m^»1 > » - 

3 t 3-<:ria803 -1 -vlmafchY l, ) n. 1 ■ - 
blphenvn-2>«ii]fffT'flin^flT 

A solution of 1,2,3-triazole (27 mg, 0.39 nrniol) in 2.5 
ml of THF was cooled to Qoc under an argon atmosphere and 60% 
sodxum hydride (15.6 mg, 0.39 mmol) was added. After 
stirring at Qcc for 0.5 hr, the title compound of Step (B) of 
Example 57 (150 mg, 0.26 mmol) was added followed by the 
15 addition of 0.5 ml of dry DMF. The reaction was allowed to 
warm to room temperature and stir overnight. The reaction 
was diluted with water and extracted with ethyl actate. The 
ethyl acetate extract was washed with brine and dried over 
anhydrous sodium sulfate. The crude product was purified by 
20 column chromatography on silica eluting with ethyl 

acetate/hexane (1:1) yielding 42 mg (29%) of the MEM 
protected intermediate 2-triazole isomer and 98 mg (67%) of 
the MEM protected intermediate 1-triazole isomer title 
compovinds of this step as colorless solids 

25 

Ylm^tbY?,) r i ,T-biphanvn-2-B«ifoT.fl ffli^^ 

A solution of the MEM protected intermediate 2- 
30 triazole isomer of Step (A) (42 mg, 0.075 mmol) in 0.5 ml of 
ethanol and 0.5 ml of 6 N HCl was heated at reflux 90oc for 
2.5 hrs. The reaction was concentrated to dryness, dissolved 
in ethyl acetate, washed with sodium bicarbonate, water, 
brine and dried over sodium sulfate. The crude product was 
35 purified on a Merck silica column eluting with 

methanol/methylene chloride yielding 26 mg of product as a 
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colorless oil. The oily residue was lyophilized from dioxane 
to yield 24 mg (67%) of the title compound of this Example as 
a colorless solid, m.p. 162-1680C. 

Eacaamle Ififi 

W- (3 , 4-Diinet?iYX-S-igoxazolvH -4 ' - f a- o xazolvl i -2 ' - rig- 




10 

A solution of the MiM protected intermediate 1- 
triazole isomer of Step (A) of Example 165 (98 mg, 0.174 
mmol) in 1.0 ml of ethanol and 1.0 ml of 6 N HCl was heated 
at reflux 90«>C for 2.5 hrs. The reaction was concentrated to 

15 dryness, dissolved in ethyl acetate, washed with sodium 

bicarbonate, water, brine and dried over sodium sulfate. The 
crude product was purified on a Merck silica column eluting 
with methanol /methylene chloride yielding 50 mg of product as 
a colorless oil. The oily residue was lyophilized from 

20 dioxane to yield 46 mg (55%) of the title con^KJund of this 
Example as a colorless solid, m.p. 13 6-140OC. 

Example 167 

W- (3 , 4"Di»»thvl-5-isoxa20lv l) -2 ' - r f 3 . 3-dlin«thvl-2-Q3r9- 
25 ;i -PAP^ff AdiBVl >»»thvl ] -4 ' - f 2 -oxazol vl ) f 1 . 1 ■ -bl phanvl 1 - 
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TO 5-valerolactaia (3.36 g. 33.90 mmol) in 56.5 ml 
CH2C12, triethylamine (3.6 35.59 nrniol) and di-t -butyl 
dicarbonate (14.8 g, 67.80 inmol) were added followed by 4- 

,-^4r,« I A 14 a 33.90 inmol) . The mixture was 
dimethylamxnopyridine (4.14 g, ^^-^^ 

stirred at room tenperature overnight and concentrated. The 
residue was chromatographed on silica gel using 5-5:1 
hexane/EtOAc to give the title compound of this step (4.90 g. 
73%) as a light yellow oil. 

TO the title con5>ound of Step (A) (1.08 g. 5.42 mmol) 
in 10.8 ml THE at -78"C, lithium bis (trimethylsilyl) amide (1. 
in THF, 13.6 ml, 13.6 xmnol) was added dropwxse xn 10 mxn. The 
mixture was stirred at -78<'C for 30 minutes and methyl xodxde 
(4 62 g. 32.52 mmol) was added, -n^e reaction mixture was 
slowly warmed to room tenperature and stirred at room 
temp^ture for two days. To the reaction mxxture, 30 ml Et20 
and 15 ml 5% acjaeous citric acid were added. The organic 
liquid was separated and washed with 10 ml 5% "^rxc acxd, 
H2^ brine and dried and concentrated. The resxdue was 

'M^^ «oi iisina 19:1 hexane/EtOAc to gxve 
chromatographed on sxlxca gel usxng is.x 

the title confound of this step (440 mg, 38%) as a Ixght 
yellow oil. 
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C. 3 . 3 -Dimethyl -2 -pjpQgiiaiTiQn^ 

The title compoiand of Step (B) (440 mg, 1.94 mmol) in 4 
ml MeOH and 15 inl IN HCl in Et20 was stirred at room 

tenperatiire overnight. The solvent was evaporated and dri d 
5 in vacuo to provide the title compound of this step as a 

light yellow solid which was relatively pure and was used in 
the next step without further purification. 

( 3 . 4>Dimethvl>5-iflQxi^zQ lvli ,2 « ^ n ^ , 
10 dimethvl - 2 -oxo>- 1 -plpfiiri dlnvl > miitlivl 1 

[ (2~methoxvethoxv)methv ll - 4' - f2- 
OXazolvl ) C 1 . 1 ' -blphenvl 1 - 2 - aul f onmB^ l 

To the title confound of Step (C) (51 mg, 0.40 mmol) 
in 0.4 ml DMF at O^C, sodium hydride (60% in mineral oil, 

15 19.2 mg, 0.48 mmol) was added and stirred at room temperature 
for 20 min. To the mixture, the title compound of Step (B) of 
Example 57 (115 mg, 0.2 mmol) was added and the reaction 
mixture was stirred at room temperature for 2 hr. The mixture 
was diluted with 30 ml EtOAc, washed with H2O, brine, dried 

20 and concentrated. The residue was chroma tographed on silica 
gel using 1:1.6 hexane/EtOAc to give the title confound of 
this step (70 mg, 56%) as a gum. 

( 3 . 4-Pi»ethvl-5-iBoxazolvl ) >2 ' ^ r r 3 , 3- 
25 diinethvl-2-oxo>l>plp«yldinvl)m ethvn -4 » - 

( 2 -PXagQl vl ) r 1 . 1 ' -blphenvl 1 ^ 2 ■ aul f onamlda 

To a solution of the title coirqpoimd of Step (D) (70 
mg, 0.11 mmol) in 2.2 ml of CH3CN, MeaSiCl (73 mg, 0.67 mmol) 
was added and followed by Nal (100 mg, 0.67 mmol) . The 

30 mixture was stirred at room temperature for 30 min. 

Additional MeaSiCl (98 mg, 0.90 mmol) and Nal (135 mg, 0.90 
mmol) were added in four portions and the reaction was 
stirred for additional 1 hr and 40 min. The reaction mixture 
was then added to 2 ml H2O and 30 ml EtOAc. The organic layer 

35 was separated and washed with 1 ml saturated aqueous Na2S203, 
brine, dried and concentrated. The residue was purified by 
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preparative HPLC on an ODS SIO colviinn vising 29% solvent A 
(10% MeOH, 90% H2O, 0.1% TFA) and 71% solvent B (90% MeOH, 
10% H2O, 0.1% TFA) to provide the title compound of this 

Exan^le (37 mg, 62%) as a white solid, m.p. >200*'C, dec, 
5 Rf=0. 5 (silica gel, 10:1 CH2CI2 /MeOH) . 

1h NMR (CDCI3) : 5i.09(s, 3H) , 1.24(s, 3H) , 1.75(m, 2H) , 
1.85-2.10(M, 2H) , 1.93(s, 3H) , 2.17{s, 3H) , 3.48(m, 2H) , 
3.94-4.52 (m, 2H) , 7. 25-8. 98 (m, lOH) . 

10 

Example 168 

M- r r2' - r r C 3.4-Dimethvl-5-i8oxazolvllaiiiino3aulfonvll -4- 
( 2 -oacazolvl W 1 . 1 ' -biohenvl 1 -2 - vl 1 methvl 1 -N-iiiethvl-2 - 

phaBoxvaoatamida 

15 




To a solution of 0,05 g (0.114 mmol) of 2 ' - 
[ (methylamino) methyl] -N- (3 , 4-diinethyl-5-isoxa2olyl ) -4 • - (2- 

20 oxazolyl) [1, 1 ' -biphenyl] -2-sulf onamide (prepared as described 
in Step (A) of Example 28) in 8 mL of CH2CI2, 0.019 g (0.114 
mmol) of phenoxyacetyl chloride and 0.014 g (0.137 mmol) of 
triethylamine were added. The mixture was then stirred at 
room temperature for 12 hr euid evaporated. The residue was 

25 purified by reverse phase preparative HPLC on a 30x500 mm ODS 
SIO column using 74% solvent B (90% MeOH, 10% H2O, 0.1% TFA) 
and 26% solvent A (10% MeOH. 90% H2O, 0.1% TFA) . The 
appropriate fractions were collected and neutralized with 
aqueous sodium bicarbonate to pH 7 and concentrated to 10 mL. 

30 The solution was then acidified to pH 4 using aqueous sodium 
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bisulfate and the white solid was filtered and dried to 
provide 0.038 g (58%) of the title compound of this Exainple 
as a white solid, m.p. 105-115'»C. 

t?-(3,4-Dj.|iiet>iYl-5-igOXa20lvH-2'-rf 4.4-din.^^.hvl-3-Q» 
^-IffO^^ftaplidinvDmethvll -A ■ - f2-03eago^vH ri .t, 
biphenvn-.2.«ninr»iij^H.fl^^ 



»?- (3 , 4-PAm»thvl-S-iaQ3em«ft1 .vl> -2 ' - F f A . ^- 

r (2-iaethoxvetho3rvl metlivn-4 ' - f 2- 
Q^ft^Plvl) ri, 1' -biphenvll - 2-aulfenaml«a« 

To a solution of the title compound of Step (B) of 
Example 57 (0.25 g, 0.43 mmol) and 4, 4 -dimethyl -3- 
isoxazolidinone (0.055 g, 0.477 mmol, prepared as described 
in U.S. Patent No. 4,405,357) in 2 mL of DMF, anhydrous 
potassium carbonate (0.066g, 0.477 mmol) was added and the 
mixture was stirred at 60»C under argon for 2 hr. The mixture 
was then added to 25 mL water and the solution was extracted 
with 3x25 mL EtOAc. The combined organic extracts were washed 
with neater and dried and evaporated. The residue thus 
obtained was chromatographed on 20 g of silica gel using 1:1 
hexane:EtOAc to afford 0.21 g (79%) of the title conpound of 
this step as a colorless gum. 
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B. f 3 , 4-Diniethvl->5-laQita2ol vH -2 » > f f 4 , 4- 

diiiiet:livl-3-oxo-2>iaQxa,golldinvl^methvll - 
4 ' - f 2-oxazolvl) [1.1' ^biphenvn 
sulfonamide 

5 To a solution of the title compoxmd of Step (A) (0,2 

g, 0,327 inmol) in 4 itiL of acetonitrile, chlorotrimethylsilane 
(0.213 g, 1,1 mmol) and sodiiim iodide (0.294 g, 1,965 inmol) 
were added the mixture stirred at room temperature for 30 
min. Additional portions of chlorotrimethylsilane (0.12 g, 

10 1,84 mmol) and sodium iodide (0.2 1.33 mmol) were added 
over a 1 hr period and the mixture stirred for an additional 
1 hr. The mixture was diluted with 25 mL of water and ImL of 
saturated aqueous sodium thiosulfate was added and the 
mixture was then extracted with 3 x 25 mL of EtOAc. The 

15 combined organic extracts were then washed once with water 

and dried cuid evaporated. The residue was purified by reverse 
phase preparative HPLC on a 30x500 mm ODS SIO column using 
68% solvent B (90% MeOH, 10% H2O, 0.1% TFA) and 32% solvent A 
(10% MeOH, 90% H2O, 0.1% TFA), The appropriate fractions were 

20 collected and neutralized with aqueous sodium bicarbonate to 
pH 7 cuid concentrated to 10 mL. The solution was then 
acidified to pH 4 using aqueous sodium bi sulfate euid the 
white solid was filtered and dried to provide 0.069 g (40%) 
of the title confound of this Exaxnple as a white solid, m.p. 

25 95-lOO^C. 
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W-(3.4-Diinet:livl-5-isoxazelvl)-2' ^r ra.fl- 
ttethvlethvlWlH-lmldazo l-l-vnmathvn -4'-f 2- 
oxazelvll ri. 1* -blphenvll -2-attlf onamliia 

r=\ 

O 




10 



A. N- r 3 . 4-Dlmat:hvl-S-l«oacagQ lvl) -M- T f 2- 
mafchexvathexir^ mathvl 1-2'-rr2~fl- 
nethvlethvll -IH-lmldazol-l-vnmatehvn 
4 (2-oxazolvH r 1 . 1 ' -biphanvll -2- 



15 



20 




A solution of 2-isopropylimidazole <43 mg, 0.39 mmol) 
in 2.5 ml of tetreihydrofuran ("THP") was cooled to O^C 
tmder an argon atmosphere and 60% sodium hydride (15.6 mg, 
0.39 romol) was added. After stirring at O^C for 0,5 hr, 
the title compound of step B of Example 57 (150 mg, 0.26 
mmol) was added followed by the addition of 0.5 mL of dry 
dimethyl formamide ("DMP") . The reaction was allowed to 
warm to room ten^erature and stir overnight. The reaction 
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was diluted with water and extracted with ethyl acetate. 
lOie ethyl acetate extract was washed with brine and dried 
over anhydrous sodium sulfate. The crude product was 
purified by column chromatography on silica eluting with 5% 
5 methanol /methylene chloride to give 136 mg (87%) of the 
methoxyethoxymethyl ("MEM") protected title compound of 
this step as a colofless oil. 



B. M- f 3. 4-Dl mathvl-5«lBOXazolYl) -2^- [ [2- ( J,- 
10 mathvlethvU-lH.imidazol-l-vnmethvll - 

4 / - f 2 -oxazQ lvl W 1 . 1 ^ -biphenvl 3 -2- 
gulfonamide 

A solution of the title coitpoxmd of step A (130 mg, 
15 0.214 mmol) in 3 mL of 6 N HCl and 3 mL of ethanol was 
heated at SO^C for 14 hrs. The reaction was partitioned 
with saturated sodium bicarbonate solution (pH 8) and ethyl 
acetate. The ethyl acetate was washed with brine, and over 
anhydrous sodium sulfate and evaporated to yield the crude 
20 product as a colorless oil. The crude material was 

chromatographed on a Merck silica column eluting with 2% 
methanol /methylene chloride to give 44 mg of product as a 
colorless oil. The oily residue was lyophilized from 
dioxane to yield 40 mg (36%) of the title compound of this 
25 Exansple as a colorless solid, m.p. 184-188°C. 



gxample 121 

ia-f-^.A-Dimet b vl-S-i«oxazolvl>-4^-(2-oxazo],Yl)-a'- 
r f 5-T>lianvl-3H-teatragQl-2-vl ^ mftthvn Tl . 1 ' -biPhWYll 
30 ^-aulfonamlde 
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The title compound of this Example was prepared by a 
procedure analogous to that of Exairple 170. S-Phenyl^lH- 
tetrazole (57 mg, 0.39 mmol) was used to give a crude 
product that was purified by column chromatography on 
silica eluting with ethyl acetate /hexane (1:2) to give 94 
mg (57%) of the MEM-protected intermediate as a colorless 
oil. 

90 mg (0.14 mmol) of the MEM-protected intermediate 
was reacted for 6 hrs to give a crude material that was 
chromatographed on a silica column eluting with 3% 
methanol /methylene chloride to give 44 mg of product as a 
colorless oil. Lyophilization from dioxane gave 38 mg 
(49%) of the title coitpound of this Example as a colorless 
solid, m.p* 156-160«>C. 

(3 . 4>Plinethvl-5-iBoxa2elvl^ ^2 ^ - r r 5->m et:hvl-lH- 
biphenvll 
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and 



W- (3>4-Dimethvl-5-lsoxaz olvl)-2^ - r f S-mathvl-ail. 
tetragol-2-vl>iif thvn ~4 * - (2-oxaz olvl > fl . 1^ - 
blphenvll ~2-sulfonainida 



f=\ 




10 



A. N- < 3 . 4 -Dime tlivl - 5 - 1 ■oxazol vl I -M- T f 2 - 

mafchoacvtelioacvlmethvn -2 ' - f f S-mafchvl-lH. 

eacazolvl^ fl - 1 * -blphanvn -2 -■iil£onamlda 



f=\ 




15 

and 

N-f 3. 4 -Dimethyl -5-1 Boxazolvl>-N- f (2- 
mathoxvthQagvlmathvll - 2^~ r ( 5~mat:hvl-2H- 
tatrazol~2-vHmethvn -4 * - (2- 
20 ^icazolvl W 1 . 1 ' -blphanvl 1 -2 -flulfonamlda 
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The MEM-protected intermediate title cornpounds of this 
step were prepared by a procedure analogous to that of 
5 Example 170, step A. 5-Methyl-lH-tetrazole (33 mg, 0.39 

mmol) was used to give a crude product that was purified by 
column chromatography on silica gel eluting with ethyl 
acetate/hexane (4:1) to give 65 mg (43%) of N-(3,4- 
dimethyl-S-isoxazolyl) -N- [ (2-methoxyethoxy)methyl] -2 ' - [ (5- 

10 methyl- iH-tetrazol-l-yDmethyl] -4 ' - (2-oxazolyl) (1, 1 ' - 
biphenylJ-2-sulfonamide as a colorless oil. B^irther 
elution with 5% methanol /methylene chloride gave 84 mg 
(56%) of N-(3,4-dimethyl-5-isoxazolyl)-N-t (2- 
methos^ethoxy) methyl J -2 ' - [ (5-methyl-2H-tetra2ol-2- 

15 yl ) methyl ] -4 ' - { 2-oxa2olyl ) [ 1 , 1 ' -biphenyl ] -2 -sulfonamide as 
a colorless oil. 

B. N- f 3 . 4-Dim«thvl-5-lgo«ago lvl I -2 * - r f S- 
lB^thYl-lH-t»trazol~l-vl)m«tehvn -d > - f 2- 
20 oxazolvl ) ri . 1 ' -biphanvl 1 - 2 - i^m gQ»>M«4 

and 

H- f 3 . 4 - Pima t hvl - S - i. ■ oacm »olvl\-a>-f/i^- 
WthYl-2H-tatrazol-2-vHm«tlivll -A / - /a. 
25 oacagQlvl ) [ X . 1 ^ -biphanvl I - 2 -aul £onmmi«g> 

The title compounds of this Example were prepared by a 
procedure analogous to that of Example 170, step B. 

80 mg (0.14 mmol) of N- (3 , 4-dimethyl-5-isoxa2olyl) -N- 
3 0 t (2-methoxyethoxy) methyl 1 -2 ' - [ ( 5-methyl-lH-tetrazol-l- 
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yl ) methyl ] -4 ' - ( 2 -oxazolyl ) ( 1 , 1 ' -biphenyl ) -2 -sulfonamide was 
reacted for 6 hrs to give a crude product that was 
chromatographed on a silica column eluting with 2% 
methanol /methylene chloride to give 36 mg of product as a 
5 colorless oil. Lyophilization from dioxeuie gave 34 mg (50%) 
of the title compound N-(3,4-dimethyl-5-isoxazolyl)-2'-[ (5- 
methyl-lH-tetrazol-l-yl) methyl] -4 ' - {2 -oxazolyl) [1,1'- 
biphenyl] -2 -sulfonamide as a colorless solid, m.p. 168- 

1740C. 

10 65 mg (0.11 mmol) of N- (3 , 4-dimethyl-5-isoxazolyl) -N- 

( ( 2 -methoxyethoxy) methyl] -2 ' - [ (5-methyl-2H-tetrazol-2- 
yl ) methyl ] -4 ' - ( 2 -oxazolyl ) 1 1 , 1 ' -biphenyl ] -2 -sulfonamide was 
reacted for 6 hrs to give a crude material that was 
chromatographed on a silica column eluting with 2% 

15 methanol /methylene chloride to give 42 mg of product as a 
colorless oil. Lyophilization from dioxane gave 40 mg (74%) 
of the title compound N- (3 , 4-dimethyl-5-isoxazolyl) -2' - [ (5- 
methyl-2H-tetrazol-2-yl)methyl] -4 ' - (2-oxazolyl) [1,1'- 
biphenyl 1-2- sulfonamide as a colorless solid, m.p. 172- 

20 1780C. 



25 



g-irympl Le 17 3 

r3 .4-Dt««tehvl- 5 -iBOxazolvl> -4 ' - (2 -oxftzplyl) '2' 
r f s-ph«iivl-2H-i.2.4-tr iiizQl-2-vl)methvl1 i1,X'- 
^4«hanvn.2-8ulfona»idq 



r=\ 




The title compound was prepared by a proced\ire 
30 analogous to that of Exairple 170. 3-Phenyl-lH-2.4-triazole 
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(80 mg, 0.55 mmol) was used to give a crude product that 
was purified by column chromatography on silica gel eluting 
with ethyl acetate /hexane (1:1) to give 198 mg (62%) of the 
MEM-protected intermediate as a colorless solid. 
5 190 mg (0.29 mmol) of the intermediate was reacted for 

10 hrs to give a crude material that was chroma tographed on 
a silica column eluting with 2% methanol /methylene chloride 
to give 46 mg of product as a colorless oil. 
Lyophilization from dioxane gave 20 mg (25%) of the title 
10 compound of this Example as a colorless solid. m.p.l86- 
190^C. 

Example 174 

( 3 . 4->Dimethvl-S-isoxa2olvl W4 ' > (2-oxazolvl > -2 ' - 
15 [ [ 3 - ( t rl f Ittorome thvl ) > iH-pvrazol - 1 vl 1 methvl 1 T 1 . 1 ^ ^ 

biphenvll -2 ^gulfonamlde 




Trifluoromethylpyrazole (53 mg, 0.39 mmol) was used to give 
a crude product that was purified by column chromatography 
on silica gel eluting with ethyl acetate/hexane (1:1) to 

25 give 102 mg (62%) of the MEM-protected intermediate as a 
colorless solid. 

100 mg (0.158 mmol) of the intermediate was reacted 
for 6 hrs to give a crude material that was chromatographed 
on a silica column eluting with 1% methanol /methylene 

30 chloride to give 35 mg of product as a colorless oil. 
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Lyophilization from dipxane gave 32 mg (37%) of the title 
coinpound of this Example as a colorless solid, m.p. 168- 

1720C. 



10 



25 



30 



Example 175 

W- r 3 . A-Di iH*thvl-S-leoxazolvl) -2 ' - [ [ 3 - ( 3 -ig^t^Yl-? - 
pvrnzlnvl > - I H-Pvrazol - 1 - vl 1 nethvl 1 -4 * - ( ? - 

««>goivii n. i^-biphenvn -2-sulfonami4e 




The title conqpo\ind was prepcured by a procedure 
azialogous to that of Exanple 170. 3- (3-Methyl-2- 
pyra2ine)pyrazole (84 mg, 0.53 mmol) was used to give a 
15 crude product that was purified by column chromatography on 
silica eluting with 2% methanol /methylene chloride to give 
168 mg (76%) of the MEM-protected intermediate as a 

colorless oil. 

160 mg (0.24 mmol) of the intermediate was reacted for 
20 3 hrs to give a crude material that was chromatographed on 
a silica column eluting with 2% methanol /methylene chloride 
to give 44 mg of product as a colorless oil. Lyophilization 
from dioxane gave 76 mg (56%) of the title coinpound of this 
Exanple as a colorless solid, m.p. 192-1960C. 



Bxaamle 1Z£ 

PY^ i >^ 1 »vi w iH - pygaaol - 1 - vll nethvl 1 -4 ' - ( ? - 
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/=\ 




The title compound was prepared by a procedure 
analogous to that of Example 170. 3- (2«Methyl-5~ 
5 pyridine )pyrazole (84 mg, 0.53 mmol) was used to give a 

crude product that was purified by column chromatography on 
silica eluting with 5% methanol /methylene chloride to give 
142 mg (41%) of the MEM-protected intermediate as a 
colorless oil. 

10 140 mg (0.21 mmol) of the intermediate was reacted for 

3 hrs to give a crude material that was chromatographed on 
a silica colxjmn eluting with 2% methanol /methylene chloride 
to give 44 mg of product as a colorless oil. 
Lyophilization from dioxane gave 42 mg (43%) of the title 

15 coir^jound of this Example as a colorless solid, m.p. 178- 
1820C. 



2 (iH-Benzotri azol^l-vlmethvl) -N- f 3.4-dlmet:hvl>S- 
i80X»ZQlvl ) -4 ' - (2-oxa2olvl Wl, 1 ■ -biphe nvll ^2- 
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A. ^' -( lH-Benzotri *zol-l-vlinethvl ) -W- (3 1 4 
dimathvl- S-lBQicazolvD-N-t (2- 
^^li=>^^)^ftvv«t:hoKv^m«ithvn -A'-IZ" 

gQlvl 1 ri . 1 ' -blphe nvl 1 - 2 -flttl f onamide 




A mixture of powdered NaOH (41.6 ing, 1.04 mmol) , 
benzotriazole (31 mg, 0.26 mmol) and the title compound of 

10 step B of Example 57 (150 mg, 0.26 mmol) in 0.6 mL of dry 
DMF was stirred for 2.0 hrs. The reaction mixture was 
diluted with 50 mL of water and a white precipitate was 
formed. The white precipitate was collected by filtration 
and washed with water to give 106 mg of a white solid. 

15 Purification by flash chromatography (hexane-EtOAc : 1:2) 
on a silica gel column afforded 90 mg (52%) of the title 
coit^jound of this step as a white solid. 



B. a « - < lH~B« »nzot:riazol - l-vlmethYJ. ) (3*4- 
20 dimathvl- S-jgoxazolvl) -4 ' - (2- 

A mixture of the title compound of step A (83 mg, 
0.135 mmol) in 2 mL of 6N HCl-EtOH (1:1) was heated at 90**C 
25 for 2 hrs. After cooling to room temperature, water (10 
mL) was added and the mixture was extracted with ethyl 
acetate ("EtOAc") . The combined organic extracts were 
washed with saturated NaHCOa and brine, and dried over 
anhydrous Na2S04. Concentration in vacuo followed by 
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trituration with CH2Cl2-hexane gave 47 mg (67%) of the 
title compound of this Example as a white solid, m.p. : 
196-200°C (dec.) • 

Example 17ff 

W- ( 3 1 4-Pimethvl-5-isoxazolvl \ » > f ^ >^ ■ , 
C (X.2,3-triagclor4,5-blpvyliai nvl>mefchnrn ri, 1^ ■ ^ 



10 




15 

MEM-protected intermediates were prepared by a 
procedure analogous to that of Example 177, step A. IH- 
l,2,3-tria2olo[4,5n]-pyridine (46 mg, 0.381) was used to 
give a crude material that was purified by preparative HPLC 
20 to provide 47 mg of the MEM-protected intermediate of 

Isomer A and 35.6 mg of the MEM-protected intermediate of 
Isomer B. 

The title conpoiinds were prepared by a procedure 
analogous to that of Example 177, step B. 47 mg (0.077 
25 mmol) of the MEM-protected intermediate of Isomer A was 
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reacted for 2 hrs. and the crude product purified by flash 
chromatography (CH2Cl2-MeOH: 95:5 to 90:10) on silica gel 
to give 17 mg (43%) of the title Isomer A as a white solid, 
m.p.: iie-iis^c. 
5 35 mg (0.077 mmoD of the MEM-protected intermediate 

of Isomer B was reacted for 2 hrs. and the crude product 
purified by flash chromatography (CH2Cl2-MeOH: 95:5 to 
90:10) on silica gel to give 12 mg of the title Isomer B as 
a white solid, m.p.: 124-126**C. 

0 

2 r f 3.4-Di hvdro-2H-t>vridor3.2-bl-l,4-QXazin-4- 
vl^matilivll -N- f 3 . 4-d im«ithvl-5-isoxazolv3.) -4 ' - (2- 




A. 3 . 4 -Dlhvd ro-2H-nvr*aa f 3 . 2-bl -1 . 4-oxagine 




A mixture of 2H-pyrido [3 , 2b] -1 , 4-oxazin-3 (4H) -one 
25 (7.5 g, 50.0 mmol) and lithium aluminum hydride ("LAH") 

(1.9 g, 50.0 mmol) in 20 mL of toluene and 80 mL of dry THF 
was heated to reflux overnight. After being cooled to 0*C, 
saturated Na2S04 was added dropwise followed by solid Na2S04 
and the mixture stirred for 2 hrs at room tenperature. The 
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solid was removed by filtration and washed by ether. The 
conibined filtrate and washes were concentrated in vacuo to 
give 6.13 g (90%) of the title contpoxind of this step as an 
off-white solid. 

5 

B. 2 * - r f 3 . 4 -Dihvago- 2H-PVf Ido r 3 . 2 -b1 - 1 . 4 - 
oxazlii-4-vl>iiiethvl1-M-f3.4-dimafchvl-S- 
iBOxazolvH -M" r f 2-ittet=lio»vethoacvliiiat:livll - 
4 ' - f 2-eacagolvl \t±.l' -biphenvl 1 -2- 
10 sulfonamide 

6-^ 



To the mixture of the title compound of step B of 
15 Example 57 (200 mg, 0.347 romol) , the title con^^ound from 

step A (94.4 mg, 0*693 ramol) and tetrabutylammonium iodide 
(64 mg, 0.174 mmol) in 0.6 mL of dry DMF was added a 1.0 M 
solution of soditun bis (trimethylsilyl) amide in THF (0.52 
mli, 0.52 mmol) and the mixture stirred overnight at room 
20 temperature. The reaction mixture was diluted with water 
and extracted with EtOAc. The combined organic extracts 
were washed with brine, dried over anhydrous Na2S04, 
concentrated in vacuo and purified by flash chromatography 
(hexane-EtOAc : 1:2) on silica gel to afford 170 mg (78%) of 
25 the title compound of this step as a colorless oil. 
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OM6 



c. 



2 ' - r f 3 , 4 -Dllivdro.2H-Pvrido f 3 . 2 -bl -1 , 4 - 
Qitagln-4-vl>iiiat:hvn-N-(3.4-dim»thvl-5- 
1 aoatazolv l 1 -4 ■ ■ f 2 -oxazolvl W 1 . 1 ' - 
blphanvn -2-gulfonamlda 



5 



The title conipound was prepared by a procedure 
analogous to that of Exaiiiple 177, step B. 170 mg (0.269 
nimol) of the title contpound of step B was reacted for 2 
hrs. and the crude material purified by flash 
10 chromatography (CH2Cl2/MeOH: 98:2 to 95:5) on silica gel to 
give 77 mg (53%) of the title compound of this Example as a 
white solid, m.p. : 138-140*C (dec). 



15 N- f 3 .4-Dl matlivl-S-tBe«azolvH -4 ' - (2-OXaZQlvl) -2 ' - 



r I imldage iQ T 4 . Sbl -pvrldinvl ) wethvl 1 - [ 1 . 1 ' - 




20 



and 




25 
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MEM-protected intermediates were prepared by a 
procedxire analogous to that of Exanple 179, step B, 4- 
Azabenzimidazole (72 mg, 0.6 mmol) was used to give a crude 
material that was purified by flash chromatography 
5 (CH2Cl2MeOH: 98:2 to 95:5) on silica gel to afford 74 mg of 
the MEM-protected intermediate of Isomer A and 62 mg of the 
MEM-protected intermediate of Isomer B. 

The title compounds were prepared by a procedure 
analogous to that of Example 179, step C. 74 mg (0.12 

10 mmol) of the MEM-protected intermediate of Isomer A was 

reacted for 2 hrs. and the crude material purified by flash 
chromatography (CH2Cl2-MeOH: 98:2 to 90:10) on silica gel 
to give 44 mg (70%) of the title Isomer A as a white solid, 
m.p. : 171-174°C (dec). 

15 64 mg of the MEM-protected intermediate of Isomer B 

was reacted for 2 hrs. to give 20 mg (37%) of the title 
Isomer B as a white solid, m.p.: 175-178°C (dec). 



N- (3,4-Dimethvl-S-iB03cazo lvl> -2 ■ - 
[ [laethvKphenvlmethvUamiiioima thvn -4'-f2- 
ff^A^9lyl ) [ 1 . 3. ' -biphenvl 1 -2 -aulf oni^mlda 




A mixture of the title coii3>o\ind of step F of Exaii^>le 
21 (44 mg; 0.104 mmol), N-benzylmethyl -amine (0.04 mL; 
0.312 mmol), acetic acid (0.4 mL) and 3A molecular sieves 
(0.4 g) in 1 mL of CH2CI2 was stirred for 1 hour at room 
30 temperature, at which time sodiiira triacetoxyborohydride (66 
mg; 0.312 mmol) was added. After stirring 18 hours at room 
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tenperature, the reaction mixture was filtered through a 
pad of Celite and the filtrate diluted with CH2CI2. washed 
with water, and dried over anhydrous Na2S04. Concentration 
in vacuo followed by flash chromatography (CH2Cl2-MeOH: 
5 98:2 to 95:5) on silica gel afforded 24 mg (44%) of the 
title compound of this Example as a white solid, m.p. : 
124-126 *C. 



parmmple 182 

10 w- 1 3 . A-Dii "«»M^-fl-5-iiioxa8olvl ) - g ' - r \m^%hYl{2' 

p>.«invl«thvJ , > itminol m a thvll -4 ' - f 2-OXagQXYX ) 11,%' - 
|^^P^.>«vn -2-gulf onanide 



15 



20 




The title compound was prepared by a procedure 
analogous to that of Example 181. 44 mg (0.104 mmol) of N- 
methyl-phenethylamine gave a crude material which was 
purified by flash chromatography (CH2Cl2-MeOH: 98:2 to 
95:5) on silica gel to afford 11 mg (19%) of the title 
compound of this Exan5>le as a white solid, m.p.: 129- 
132''C. 



ip.«m«mlft 183 

25 ^ ^ - r f 3 . f luor o -3-3-dillvdro-2-QXO-lH-3,nft9A-^- 

Y^ > ^>t-->ivi 1 f ^ - A - dimw t.hvi - 5 > i BPyn ggl Yl > - 4 ' - ( a - 
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A. 3.3-PiflttC>ro-X.3-dihvdro-2H-indol-2-Q,>«> 




A mixture of diethylaminosulfur trifluoride (2.64 mL; 
20 itunol) and isatin (1.47 g; 10 mmol) was stirred 1 hr at 
room temperature. After pouring onto ice with care, the 

10 mixture was extracted with EtOAc and the organic layers 
washed with brine, dried (MgS04) , concentrated to a 

yellow solid. Chromatography on silica gel using 
EtOAcrHexanes, 1:3 as the mobile phase afforded 0.81 g 
(48%) of the lactam title conpound of this step as a white 

15 solid. 

B. 2 ^ - [ (3 , 3-Di£luoro-2 . 3^ALiyv&TO-2-oxo-±tt- 
indPl - X - Yl ) nethvl 1 -w- f 3 . 4 -dimethyl -5- 
iBOXazolvl) -W- r f 2-met:hoxvetliQ3cv> met:livn - 
20 4 ' - f 2 -oxazolvH ri . 1 ^ -blpliaiivl 1 - 2 - 
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Sodium hydride, 60% by wt. in mineral oil (16 mg; 0.4 
nmol) was added to a solution of the title confound of step 
5 A (54 mg; 0.32 mmol) in 1.6 mL THF at 0"C. After stirring 
1 hr. at 0**C, the title coinpound of step B of Example 57 
was added, followed by 0.2 mL of IMF, and the reaction 
mixture allowed to warm to room temperature. After 
stirring 18 hr . , the reaction mixture was partitioned 
10 between EtOAc and water. The organic layer was washed with 
water and brine, dried (MgSO^) and concentrated. 
Chromatography on silica gel using EtOAc : Hexanes , 1:1 as 
the mobile phase afforded 41 mg (19%) of the title compound 
of this step as a light yellow oil. 

15 

C. r fa.s-Pifiuoro -a.a-dlhvdro-a-QXQ-XH- 

iridQi-i-vi^methvll -M- f 3 . 4-dlmethYl-5- 
4«Q3cagolvlW4^- (2 -Qxazolvl) fl.!*- 
hlphanvll -a-Bulf onamide 

20 

Trimethylsilyl chloride (50 \1L; 0.4 mmol) was added to 
a solution of the title con«)ound of step B (40 mg; 60 \mDl) 
and sodium iodide (60 mg; 0.4 mmol) in acetonitrile at room 
temperature. After stirring 30 minutes, additional amounts 
25 of sodium iodide (30 mg; 0.2 mmol) and trimethylsilyl 

chloride (25 0.2 mmol) were added. After stirring an 
additional 30 minutes, the reaction mixture was partitioned 
between EtOAc and water. The organic layer was washed with 
2.5% NajSjOs solution and brine, dried (MgS04) and 

- 240 - 



BNSCX3CID: <WQ 972974aA1 I > 



wo 97/29748 



PCT/US97/03956 



concentrated- Chromatography on silica gel using a step- 
wise gradient of CH2CI2 to 5% methanol ( ^MeOH' ) /CHjClj in 1% 
increments followed by preparative HPLC [30 x 500 mm ods 
(s-10) column, flow rate = 35 ml/min., step gradient from 
5 70% MeOH/H20 +0,1% trif luoroacetic acid (*TFA'') to 80% 
MeOH/HsO + 0.1% TFA in 2% increments at 5 minutes] gave a 
residue that was lyophilized from MeOH/H^O to afford 23 mg 
(67%) of the title compoiind of this Example as a white 
solid. mp 112-120''C. 

10 

( 3 > 4-Dlmethvl->5-lflQxazolvl > - 2 ' - F r A- 
PvrAniidinvlamino>met:hvn ^4 * - f 2-oxa2Qlvl) f 1 , 1 » > 




A mixt\ire of 4-aminopyrimidine (20 mg; 0.2 mmol) , the 
title compound of step F of Example 21 (42 mg; 0.1 mmol) 

20 and MgS04 (ca. 1 g) in 2 mL of toluene was heated to reflux 
for 10 hrs. After cooling to room temperature^ the 
reaction mixture was filtered and concentrated to ca. 1 mL. 
After cooling to 0®C, sodiijm borohydride (12 mg; 0.3 mmol) 
was added followed by 0.2 mL of MeOH. After stirring 24 

25 hrs, the reaction mixture was loaded onto an SAX cartridge 
(3 mL) that was pretreated as follows: IM sodium acetate 
(^NaOAC) (2 X 10 mL) ; water (4 x 10 mL) ; MeOH (2 x 10 mL) ; 
and CH2CI2 (2 x 10 mL) . The cartridge was eluted with 
CH2CI2 (2 X 10 mL), followed by CH2CI2 : MeOH: TFA, 50:50:3 (2 

30 X 10 mL) . The product containing fractions were 
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concentrated to give a residue that was further purified by 
preparative HPLC (Flow rate = 35 ml/min.; 30 x 500 ram s-lG 
ODS-120A colxjinn, using a stepwise gradient of 43% MeOH/H20 
+ 0.1% TFA to 53% MeOH/H20 +0.1% TEA in 2% increments at 5 
5 minute intervals) . Concentration of the pure fractions 

gave a residue that was lyophilized from MeOH/HjO to afford 
29 mg (54%) of the title compound of this Example as a 
white powder, 
mp 156-167''C. 

10 

Example 185 
W- (3 . 4-Diiiiethvl-5-iBoxazolvl Y -2 ■ - f 

aorphol invlmethvl I -4 * - f 2 -oxazol vl ) ri . 1 ' -blphanvl 1 - 

15 



H Me 

The title compound of this Example (42 mg; 86%) was 
prepared as a white solid by a method analogous to that 
20 described in Exairple 157. mp 95-lOO^C. 

||;yymp j.e 186 

N- i 3 . 4-Dimethvl-5-iBoxagolvH -2 « - f ( 4-methvl-l- 
piperazlnvl)»ethvll -4 ' - f 2-oxazolvH ri. 1« ^bi phanvn - 
25 2-giilfonaiitlda 
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The title coirpound of this Example (38 mg; 76%) was 
prepared as a white solid by a method analogous to that 
5 described in Example 157. mp 220-233*C. 



Example 1^7 

l-Agotvi-4- r r2 ' - r r f 3 - A-aim^ tiiivi-s- 

iBQXagolvl > aminel aulf i -4 - f 2 -o« a zolvl W i . i ^ > 
blplienvl 1 - 2 - vn me thvl 1 t>lp> irm « i «^ 




The title compound of this Example (47 mg; 75%) was 
15 prepared as a white solid by a method analogous to that 
described in Example 157. 
mp 125-145''C. 



20 



W- (3 , 4-PABtOthv3."5-i«oxazolvl > -4 ^ - ( 2 -oxazoivi ) -2 > . 
rr4-(2.2,2-trifluogoefchvH-l- 

dihvdroclilortda 
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A. A..fTz-i£liiogeae«1ivll-l- 

plperazl naearboxvllc lil- 

flimethvlathvl fifi^AZ 

0 

I 

Boc 

Trifluroacetic anhydride (2.1 mL; 14.8 mmol) was added 
over 5 min. to a solution of N-Boc piperazine (2.5 g; 13.4 
mmol, "Boc* is tert-butoxycarbonyl) and triethylamine (2.2 
mL; 16 mmol) in methylene chloride (70 mL) at 0*C. After 
stirring 1 hr., the reaction mixture was diluted with 
methylene chloride and the resulting organic layer was 
washed with water, IN HCI, and brine. Drying (MgS04) and 
concentration afforded 3,78 g (99%) of the title conipound 
of this step cis a colorless oil. 

B. 1-/2.2 . inoroethvl ) piperazino 
hvagoehlQglde 

I 

H 
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A solution of the title compound of step A (2 g; 7.09 
imnol) in 8 mL of THF was added over 15 min to a solution of 
1,0 M borane*THF (12 xnL; 12 mmol) at O^'C. Following 
5 addition, the mixture was refluxed for 2 hr. After 

recooling to O^^C, MeOH (5 ml) was carefully added over 30 
minutes. HCl gas was bubbled through the solution to 
saturation and the resulting mixture was refluxed for 2 hr. 
After cooling to room temperature and standing 18 hr. , the 
10 solid that separated was filtered, washed with ether and 
dried to afford 1.7 g (99%) of the title compound of this 
step as a white solid. 



C. ( 3 , 4 -Dimethyl -S-isoxazolvl > ^4 ^ ^ f 2 ■ 

15 oxazolvl >-2^-rf 4-f2.2 . 2-trl£liioroetlivl > - 

I-Pipgrazinvnmethvn ri . 1 ' -biplienvn -2- 
gUlCppamiae dihvdroclilQrida 

The title compound was prepared by reaction of the 
20 title compound of step B with the title coinpound of step F 
of Example 21 by a method analogous to that described in 
Example 157. 47 mg (75%) of the title coicgpound of this 
Example was prepaured as a white solid, mp 125-145*'C. 

25 Example 189 

N-r ^2'-^^f3.4~Di^ n«t:hvl-5- 
AB9»ft8!QlYI)alnino^g^lfonvn -4-f2-QxazolvH ri.l»- 
biPhenvn - 2-YlHn»thvll •.N-met:hvl-lH-±ndol<i-2. 

earbexaniaa 
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To a solution of 0.05 g (0.114 mmol) of N-(3.4- 
dimethyl-S-isoxazolyl) -2 ' - [ (methylamino) methyl] -4 ' - (2- 
oxazolyl) [l,i'-biphenyl]-2-sulfonamide prepared as 
described in step A of Example 28 in 2 mL of CH2CI2 and 0.1 
niL DMF, 0.018 g (0.114 mmol) of indole-2-carboxylic acid 
and 0.021 g (0.142 mmol) of 1, 3-diisopropylcarbodiimide 
were added. The mixture was then stirred at room 
terrperature for 12 hr and evaporated. The residue was 
purified by reverse phase preparative HPLC on a 30x500 mm 
ODS SIO column using 80% solvent B (90% MeOH, 10% H2O, 0.1% 
TFA) and 20% solvent A (10% MeOH, 90% H2O, 0.1% TFA) . The 
appropriate fractions were collected and neutralized with 
aqueous sodium bicarbonate to pH 7 and concentrated to 10 
15 mL, The solution was then acidified to pH 4 using aqueous 
sodium bisulfate and the white solid was filtered and dried 
to provide 0.024 g (36%) of the title con«)ound of this 
Example as a white solid, m.p. 135-l45<»c. 



10 



20 



25 



Exampla X?" 
Wf W, -Trimethvl-M^ - r ra / - r r f a . A-^imethvi.p, 

biph^nvl 1 -2 -vn inat:i>v>i 1 «r.^ m 




The title conpound of this Exanple was prepared by a 
procedure analogous to that of Example 28 using N,N- 
dimethylcarbamyl chloride to provide 0.061 g (53%) of a 
30 white solid, m.p. 80-90**C. 
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W- ( 3 . 4 -Pi»ethvl-5.1aexazel vH -4 * - (2.o«agelvl t -2 ^ - 
[ (3-plienvl-2-oxo-l-imidagolldlBvHm tehvll ri.l'- 
biphenvll -2-snlfeiiainlde 




A. N-C3.4-DlMat:ltvl-S-lao«azo lvll-M-r fa- 
me thoxvethoarwlmatlivn ~A'- f 2-oxagolvH - 
2 * - r r r2 - fphenvl aminos atelivn - 
anlnelmatlivn fl. 1* -blphanvn -2- 




To N-phenylethylenediamine (163 mg, 1.2 mmol) , the 
title compoxind of step E of Example 21 (511 mg, 1.0 mmol) 
and 3A molecular sieves in 10 mL CH2Cl2» acetic acid (180 
20 mg, 3 mmol) was added followed by sodium 

triacetoxyborohydride (636 mg, 3 mmol) . The reaction 
mixture was stirred at room temperature overnight and 
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filtered. The filtrate was washed with H2O and brine, 
dried and concentrated. The residue was chroma tographed on 
silica gel using 10:60:0.2 hexane/EtOAc/triethylamine to 
give the title amine of this step (500 mg, 79%) as a gum. 



B. ^- # 3 . A -Dimethyl -5- i soxazolvX > - W- [ ( 3 ■ 

in,*^hQ«vethox vlmethvn -4 ' - (2 -oyazolYa. ) - 

^'-T f 3-phe nvl-2-oxo-l- 

< yn4 i^agolldlnv l ^ methvl 1 f 1 . 1 ^ -biphenvl 1 -3 - 
piiilfonamlde 



TO the title con5>ound of step A (180 mg, 0.29 ramol) in 
0.95 mL DMF, triethylamine (144 mg, 1.43 mmol) was added 
followed by 1 , 1 • -carbonyldiimidazole (104 mg, 0.64 iranol) . 
The mixture was heated at 40''C for 10 hr. To the reaction 
mixture, 15 mL H2O was added and filtered. The solid was 
dissolved in EtOAc, washed with H2O and brine, dried and 
concentrated. The residue was dissolved in 6 mL of dry 
THF. To the solution, NaH (60% in mineral oil, 46 mg, 1.14 
mmol) was added. The mixture was stirred at room 
temperature for 3 hr. 10 mL saturated NH4CI was added and 
extracted with EtOAc. The combined organic extracts were 
washed with H2O and brine, dried and concentrated to give 
the title cyclic urea of this step. 




OMe 



- 248 - 



wo 97/29748 



PCTAJS97/03956 



C. M- f 3 . 4..Dimetehvl-S-laoxago lvl ) -4 > - <2- 
oacazolvl ) -2 ' - r f 3-plianvl-2-oaco-l- 
imlda20lldlnvl>inetlivn ri. 1 ■ -biph anvll - 2- 
Bulfonamide 

5 

To a solution of the title compound of step B in 5.7 
mL of CH3CN, trimethylsilyl chloride (186 mg, 1.71 mmol) 
was added and followed by Nal (256 mg, 1.71 mmol) , The 
mixture was stirred at room temperature for 30 min. 

10 Additional trimethylsilyl chloride (248 mg, 2,28 mmol) and 
Nal (342 mg, 2.28 mmol) were added in four portions and the 
reaction mixture was stirred for an additional 1 hr 45 min. 
The reaction mixture was then added to H2O and EtOAc. The 
organic layer was separated and washed with saturated 

15 aqueous Na2S203, brine, dried and concentrated. The residue 
was purified by preparative HPLC on an ODS SIO column using 
30% solvent A (10% MeOH, 90% H2O, 0.1% TFA) and 70% solvent 
B (90% MeOH, 10% H2O, 0.1% TFA) to provide the title 
compound of this Exanqple (101 mg, 62%, two steps) as a 

20 white solid, m.p. 140-150"'C (amorphous) . 

W-r r2'-^^<3.4-Di1lle1lllvl-5- 
iaexagelvl>amine^ attlfenvn -4- (2-oxa2olvH fl. 1^- 
25 biphenvll -2-vl1inatelivn - 2 . 3-dlhv^ago-M-mafcllvl-lH- 

i nag»0 - 2 - C ft r bOK ani 




30 The title con?)Ound of this Example was prepared by a 

procedure analogous to that of Example 189 using indane-2- 
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carboxylic acid to provide 0.041 g (62%) of a white solid, 
m.p. 110-115**C. 



Example 1<>^ 

5 W- (3 i 4-Piingtbvl-5-lgoxazolvl \ -A / - f 2-ox«golvl 1 -2 ' - 

C (1.2.3.4-tetelrahvdro-l~Q3ea-:^- 
AgQ<^^in03.invl >inethvn n . 1 ' -biph^^ v n -2„«1 f onamid^ 




10 

The title compound was prepared by a procedure 
analogous to that described in Exainple 161. Yield: 45% for 
two steps, m.p. = 127-135**C (amorphous). 

j pvwmiple 194 

?"-(lH-B«H^iffidftgOl-l-Vlwethvl>-N-.f3.4- d im€itlivl~S- 
jgQXazolvl ) -4 ^ - (2-oxazQlv3 ^ r i . 1 ' -biphanvn -2- 

aulfonanlda 



20 
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dimethyl -5-iaoxa2olvlWM- r r^^ 
methoxvethoacv^mate hvn - f ^> 




To a solution of the title conpound of step B of 
Exanple 57 (0.068 g, 0.118 ininol) in 1 mL DMF, benz imidazole 

10 (0.017 g, 0.14 iranol) and anhydrous potassium carbonate 

(0.02 g, 0.14 mmol) were added and the mixture was stirred 
at room temperature for 24 hrs. The mixture was then added 
to water and the solution was extracted with EtOAc. The 
combined organic extracts were washed with water and dried 

15 and evaporated. Chromatography on silica gel using 2:1 

hexanerEtOAc afforded 0.056 g (81%) of the title conpound 
of this step as a yellow gum. 



2 ^ - ( IH-Benaimldazol-l -v lmethvl > f 3 . A- 
20 dimethvl-S^laoxa ^olvi WA^^ f2> 

o^ft^ol Yl ) r 1 . 1 ' -blphenvl 1 -2 -aii lf onamld^ 

To a solution of the title compoxind of step A (0.056 
g, 0.096 mmol) in 5 mL of ethanol, 5 mL of 6N aqueous 
25 hydrochloric acid was added and the mixture was refluxed 
for 1 hr. The mixture was neutralized to pH 8 using 
aqueous sodium bicarbonate and then reacidified to pH 4 
using acetic acid. The mixture was then evaporated and the 
residue was purified by reverse phase preparative HPLC on a 
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30x500 mm ODS SIO column using 61% solvent B (90% MeOH, 10% 
H2O, 0.1% TFA) and 39% solvent A (10% MeOH, 90% H2O, 0.1% 
TFA) . The appropriate fractions were collected and 
neutralized with aqueous sodivun bicarbonate to pH 7 and 
5 concentrated to 10 mL. The solution was then acidified to 
pH 4 using aqueous sodium bisulfate and the white solid was 
filtered and dried to provide 0.026 g (52%) of the title 
compound of this Exanqple as a white solid, m.p 130-135**C. 

10 Example 195 

g ^ ~ [ ( 2 , 3 -Plhvdro-2 -0x0-3 -benzeaeazQlvl \ mathvl 1 -M- 

(3 , 4-<iiinethYl-5-iSQxazQlvl) - 4 (2-oxazelvH ri. 1 « - 

blphenvll -2-gnlfonamide 



15 



20 




The title compound of this Example was prepared by a 
procedure analogous to that described in Exanple 161. 
Yield: 55% for two steps, m.p. 130-137'C (amorphous). 

Example 196 

2 ^ - r (2 . 3-Plhvdro-2-oxo-lH-liidel- l-vHmat:hvn -M- 
( 3 . 4 -dimetebvl - 5 - laoxazolvl W4 ^ - f 2 -oxagolvl W 1 . 1 ' - 



25 
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A. 2 ' - r f 2 . 3-Dll>vdro~2-Qaco- lH-lndol~l- 
vDnethvn -M- f 3 . ■d-di nethvl^S- 
2 -oxagQlvl ) r 1 . 1 ^ -blphanvl 1 -2 - 
gulfonaittlda 




OMe 



10 

To ( 2 -aminophenyl) acetic acid (225 mg, 1.5 mmol) , the 
title compotind of step E of Example 21 (256 mg, 0.5 mmol) 
and 3A molecular sieves in 5 mL CH2CI2/ acetic acid (135 
mg, 2.3 mmol) was added followed by soditmi 

15 triacetoxyborohydride (318 mg, 1.5 mmol) . The reaction 
mixture was stirred at room ten¥>erature overnight and 
filtered. The filtrate was washed with H2O and brine, dried 
and concentrated. The residue was chroma tographed on silica 
gel using 1:3 hexcine/EtOAc to give the title compound of 

20 this step (280 mg, 89%) as a gum. 
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yX)p tbvn-W-f3.A-dj^o^|iyi-c- 
iBoxazolvH-A/, f2-03cag9lvH n .1 «, 

biphenvn f 'ffinflmi'ifr 

to a solution of the title compound of step A (280 mg. 
0.45 mmol) in 9 mL of CH3CN, trimethylsilyl chloride (388 
mg, 3.6 mmol) was added and followed by Nal (540 mg, 3.6 
mmol) . The mixture was stirred at room temperature' for 30 
min. Additional trimethylsilyl chloride (141 mg, 1.3 mmol) 
and Nal (195 mg, 1.3 mmol) were added and the reaction was 
stirred for an additional 2 hr. The reaction mixture was 
then added to H2O and EtOAc. The organic layer was 
separated and washed with saturated aqueous Na2S203, brine, 
15 dried and concentrated. The residue was purified by 

preparative HPLC on an ODS SIO column using 32% solvent A 
(10% MeOH, 90% H2O, 0.1% TFA) and 68% solvent B (90% MeOH, 
10% H20, 0.1% TFA) to provide the title compoxind of this 
Example (162 mg, 67% for two steps) as a white solid, m.p. 
20 >185*C, dec. 



10 



Example l^y 

- C? , 4-aia^thYJ.-5-lBoxazolvl ) -A ' - f W2 ' - 

I C2-P«Q-3-iB»thYl-l-intidazoli4aitivi W ethvn ri .i 
biPhenvll -2-«ulf nnamlAa 
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A. W- (3,4-Pimetlivl-5-iBox>«oivH -M- r f 2- 
methoxvethexvi mafchv i 1 -2 * - r r r a - 
dttethvlamlne^fltelivnaminQlma fclivll -A^ - f ^- 
oxazolvl ) r 1 . 1 * -biphenvl 1 - 2 - aul f onmmj,^ ** 




10 



To a solution of 0.3 g (0.586 mmol) of the title 
compound of step E of Exanple 21 in 15 mL of CH2CI2, 1 g of 
3A molecular sieves, 0.074 g (0.997 mmol) N-methyl 
ethylenediamine, and 0.105 g (1.76 mmol) of acetic acid 
were added and stirred under argon for 10 min. 0.372 g 
(1.45 mmol) of sodium triacetoxyborohydride was then added 
to the mixture and stirred at room temperature overnight. 
15 The solution was then filtered through celite and the 
celite washed with 25 mL of CH2CI2, and the combined 
filtrate was washed with of water, dried and evaporated to 
afford 0.33 g (100%) of the title compound of this step as 
a colorless gum. 



20 



25 



W- (3.4-Dimat:livl.-S-lB03g azolvl> F f 2- 
methQXvethoxv)mathvli -2> - r f 3-in<iteiivi~2- 
0x0-1 - Inidazol IdlBvl ^ « a thvl 1 - A * - / 2 - 
PXag<?3.Yl ) £1. a.^ -biphanvll -2— 
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To a solution of 0.33 g (0.586 mmol) of the title 
compound of step A in 10 xnL of CH2CI2, 0.104 g (0.645 mmol) 
5 carbonyldiimidazole was added. The mixture was stirred at 
room temperature for 24 hrs. The mixture was then washed 
with water, dried and evaporated to provide 0.26 g of the 
title con5>ound of this step as a colorless gum. 

10 C- N- f 3 . 4-dliiffchirl-5,iao3c>gol» «>H -4 * - f 2- 

QXaZOlvl) - 2 ' - r f 2-o«a.3-««fchirl .1 - 

iBidftgolldinvl ) aathvl 1 ri . 1 » -btphanvi i - 2 - 

15 To a solution of the title compound of step B (0.26 g, 

0.45 mmol) in 10 mL of 95% ethanol, 10 mL of 6N aqueous 
hydrochloric acid was added and the solution was ref luxed 
for 1 hr. The mixture was then diluted with water and 
extracted with EtOAc. The combined organic extracts were 

20 then washed once with water and dried and evaporated. The 
residue was purified by reverse phase preparative HPLC on a 
30x500 mm ODS SIO column using 62% solvent B (90% MeOH, 10% 
H2O, 0.1% TFA) and 38% solvent A (10% MeOH, 90% H2O, 0.1% 
TFA) . The appropriate fractions were collected and 

25 neutralized with aqueous sodium bicarbonate to pH 7 and 
concentrated to 5 mL. The solution was then acidified to 
pH 2 using aqueous sodium bisulfate and the white solid was 
filtered and dried to provide 0.039 g (17%) of the title 
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compound of this Example as a white solid, m.p. lOS-llS'^c 
(amorphous) . 

Example 198 

(3 r 4>-diaiethvl-S-isoxazolvl I -4 ^ - f ^-eati^zolvl^ -a ^ ^ 
t r2-oxo>3- t l-methvlefclivl 1 -1- 
iaAaftgpIiginvn methyl 1 n, 1 ' -blohenvn -a^au l f om^mlii^ 




The title compound of this Example was prepared by a 
three-step method analogous to that described in Example 
197 to provide 0.039 g (12% for three steps) of a white 
solid, m.p. 105-110°C (amorphous) , 

l^yywt ple 199 

N- r r2 ' - r f r 3 . A-ain^tehy'i-s- 

isoxazol vl ) amino 1 aul f envl 1 - A - f 2 -oaeagel vl I n . 1 ■ - 
biPhenvll -a-^vllnathvll -W. 3-dl mat:hvll>ntanam±de 




The title compoxmd of this Exan^le was prepared by a 
procedure analogous to that of Example 28 using isovaleryl 

- 257 - 



BNSDOCID: •«WO_9729748A1J_> 



rc 1 /ua9 /niJ93o 



chloride to provide 0.048 g (82%) of a white solid, m.p. 
114-122°C. 

Example 2 00 
W- [ [2 ' - r r (4 . 5-Dimat:hvl-3« 

igOXazolvl)amlno]8ulfonvn-4-f2- oxa2olvll ri.l^- 

biPhenvll -2-vn methvll -M. 4 . 4-tef imathvipantianamlda 




The title corapoiind of this Example was prepared by a 
procedure analogous to that of Example 28 using chloride 
4,4-dimethyl pentanoyl chloride to provide 0.078 g (71%) of 
a white solid, m.p. 115-122*0. 

K~(3.4-diinathvl-S-igoxa zolvH -2>- r (4 . 4-dlmet:hvl-2- 
oxo- 1-Pvrrolldinvl > methvl 1 -4 * - f 2 -oxazol vl ^ f 1 . 1 ' - 
blphenvll -2-aulf QBamida 
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A. N-f3.4-Pigiethvl-S>lBOxazolvl^-2^>r^4.4- 
dimethvl - 2 -oxo- 1 -pvrrolldlnvl ^ methvl 1 -k- 
r (2>methoxvathoxv)mat:hvll ■^4^-/2- 
oxazol vl ) 1 1 . 1 ^ -blphenvl 1 > 2 ^ aiil f onamlda 

5 




To ethyl 4 -ainino-3 , 3 -dimethyl butyrate (159 mg, 1.0 
iranol) and the title compound of step E of Exainple 21 (256 

10 mg, 0.5 iranol) and 3A molecular sieves in 5 mL CH2CI2. 

acetic acid (60 mg, 1.0 mmol) was added followed by sodium 
triacetoxyborohydride (318 mg, 1.5 mmol). The reaction 
mixture was stirred at room temperature overnight and 
filtered. The filtrate was washed with H2O and brine, dried 

15 and concentrated. The residue was chromatographed on 
silica gel using 1:2.5 hexane/EtOAc to give the title 
compound of this step (220 mg, 72%) as a gum* 

B. W-(3.4-dimethvl-5-»lBoxazolvl> -2^- r f4,4- 
20 dlmetlivl - 2 -oxo -^ 1 -pygrolldlnvl > methvl 1 - 

4 ' - (2-oxagolvl ) ri . 1 ' ^blphenvn 
gulf onamlda 

To a solution of the title compound of step A (218 mg, 
25 0.36 mmol) in 7 mL of CH3CN, trimethylsilyl chloride (315 
mg, 2.9 mmol) was added followed by NaT (435 mg, 2.9 mmol). 
llie mixture was stirred at room tenperature for 1 hr. 
Additional trimethylsilyl chloride (158 mg, 1.5 mmol) and 
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Nal (218 mg, 1.5 mrool) were added and the reaction was 
stirred for an additional 1 hr and 15 min. The reaction 
mixture was then added to H2O and EtOAc. The organic layer 
was separated and washed with saturated aqueous Na2S203, 
5 brine, dried and concentrated. The residue was purified by 
preparative HPLC on an ODS SIO column using 35% solvent A 
(10% MeOH, 90% H2O, 0.1% TFA) and 65% solvent B (90% MeOH, 
10% H2O, 0.1% TFA) to provide the title compound of this 
Exaitiple (80 mg, 43% for two steps) as a white solid, m.p. 
10 118-125*C. 



ExamnleB 202 tio 270 



The compounds of Exait^iles 202 to 270 have the 
15 structure below where, for each compound, R* is the moiety 
shown in Table II following. 




20 These compoiinds were prepared robotically as 

follows. To a vial containing an acid R*-COOH (0.075 
ramol) , a solution of 2 ' - [ (methylamino)methyl] -N- (3 , 4- 
dimethyl-5-isoxazolyl) -4 • - (2-oxazolyl) [1,1' -biphenyl] -2- 
sulfonamide, prepared as described in step A of Exairqple 28 

25 (32.9 mg, 0.075 iranol) in 0.34 ml CH2CI2 and 0.09 ml DMF was 
added followed by a solution of 1, 3-diisopropylcarbodiimide 
in CH2CI2 (0.28 N, 0.320 ml, 0.09 mmol) . The reaction 
mixture was vortexed for 3 minutes and let stand at room 
tenperature for 24 hr. The mixture was then loaded onto 

30 1.5 g of a Strong Anion Exchange ("SAX", Quaternary Amine) 

- 260 - 



BNSDOCID: <WO_9729748A1J_> 



wo 97/29748 



PCT/US97/03956 



resin and eluted with 20 ml CH2CI2 and then 10 ml 3% TFA in 
CH2CI2 to give the desired compound. 

TABIiK yi 







COMPOUND MAMS 


Hbplc 
II 

1 (min)A 


202 




N-[[2'-t ( (3,4-Diinethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4^(2-oxazolyl) [1,1'- 
biphenyl ] -2-yl ] methyl ] -N- 
me thy 1 eye 1 obu t ane c a r box - 
amide 


6.6 


203 




N- [ (2 ' - ( [ (3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sul f onyl ] - 
4- (2-oxazolyl) [1,1'- 
biphenyl ] - 2 -y 1 ) methyl ] - 
N, 1, 3-trimethyl-lH- 
pyrazole-5-carboxamide 


6.6 


204 




N-[ [2'-[ I (3,4-Dimethyl-5- 
isoxazolyl ) amino] sulfonyl] - 
4-{2-oxazolyl) (1,1'- 
biphenyl ] - 2 -y 1 J methyl ] -N , 2 - 
dimethylbenzeneacetamide 


7.3 


205 


ft} 

H3C— ' * 


N- [ [2 ' - [ [ {3 , 4-Dim€thyl-5- 
isoxazolyl ) amino ] sulfonyl J - 
4-{2-oxazolyl) (1,1'- 
biphenyl] - 2 -yl ) methyl } -1- 
ethyl-N, 3-dimethyl-lH- 
pyrazole-5«carboxamide 


6.3 


206 


K,C * 


N- I [2 ' - t [ (3 , 4-Dimethyl-5- 
isoxazolyl ) amino J sulfonyl ] - 
4- (2-oxazolyl) [1,1'- 
biphenyl] -2-yl] methyl] - 
N, 1 , 3 . 5-tetramethyl-lH- 
pyrazo le- 4 -earboxamide 


6.7 


207 


F 


N- [ [2 ' - ( [ (3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulfonyl } - 
4- {2-oxazolyl) (1,1'- 
bipheny 1 ] - 2 -y 1 ] methyl 1-2,6- 
difluoro-N-methylbenzamide 


6.9 
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^/ 


N- [ [2 ' - [ [ ( 3 , 4-Diinethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4-(2-'Oxazolyl) [1,1'- 
biphenyl] -2 -yl] methyl] -N^ 
methylbenzenebutanamide 


7.6 


209 


OMe 


N- t [2 ' - [ ( (3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulfonyl ] - 
4-(2-oxazolyl) [1,1'- 
biphenyl ] - 2 -y 1 ] me thy 1 ] - 2 - 
methoxy-N- 

methylbenzeneacetamide 


7.2 


210 






N- [ [2 ' - [ [ (3 , 4 -Dimethyl- 5- 
isoxazolyl ) amino] sulfonyl ] - 
4-(2-oxazolyl) [1,1'- 
biphenyl ] - 2 -yl ] methyl ] - 3 - 
methoxy-N- 

methylbenzeneacetamide 


7.0 


211 




^/ 


N- I [2'- [ [ (3,4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4- (2-oxazolyl) [1,1'- 
biphenyl ] - 2 -y 1 ] me thy 1 J - 4 - 
methoxy-N- 

methylbenzeneacetamide 


7.0 


212 




4-Chloro-N-[[2'-[ [ (3,4- 
dimethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4- (2-oxazolyl) [1,1'- 
biphenyl ] -2 -yl ] methyl ] -N- 
methylbenzeneacetamide 


7.5 


213 




2-Chloro-N- [[2'-[ [ (3,4- 
dimethyl-5- 

isoxazolyl ) amino] sulfonyl ] - 
4- (2-oxazolyl) (1,1'- 
biphenyl ] -2 -yl ] methyl ] -N- 
methylbenzeneacetamide 


7.4 


214 




N- [ [2 ' - ( [ (3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulfonyl 1 - 
4- (2-oxazolyl) [1,1'- 
biphenyl] -2 -yl] methyl] -2,6- 
dif luoro-N- 

methylbenzeneacetamide 


7.1 


215 


F 


N- [ [2 ' - { [ (3 , 4-Diroethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4- {2-oxazolyl) (1,1'- 
bipheny 1 ] -2 -yl ] methyl 1-3,5- 
dif luoro-N- 

methylbenzeneacetamide 


7.2 
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216 


F 
F 


N«[ (2'-t [ (3, 4-Dimethyl-5- 
isoxazolyl)amino]sulfonyl] - 
4-(2-oxa2olyl) [1,1'- 
biphenyl 1 -2-yl ] methylj -2 , 5- 
dif luoro-N-» 

methylbenzeneacetamide 


7,1 


217 


F 


N-[ [2'^( [ (3, 4 -Dimethyl- 5- 
i soxazolyl) amino ] sulfonyl] - 
4- (2-oxazolyl ) (1,1'- 
biphenyl ] - 2 -yl ) methyl ] -2 , 4 - 
di£luoro-N- 

methylbenzeneacetamide 


1.2 


218 




t (2 ' - [ [ ( 3 , 4-Dimethyl-5- 
isoxazolyl ) amino ] sul f onyl ] - 
4- (2-oxazolyl) [1,1'- 
biphenyl ] -2-yl ] methyl ] -N- 
methyl-4- 

quinol inecarboxeunide 


6.2 


219 




N- [ [2 ' - [ ( (3 , 4-Dimethyl-5- 
i soxazolyl ) amino] sulfonyl] - 
4- {2-oxazolyl) [1,1'- 
biphenyl ] -2 -yl J methyl ] -N- 
methyl-6- 

benzothiazolecarlDOxamide 


6.5 


220 




3- ( 1 , 1 -Dime thy lethyl ) -N- 
[ (2 ' - [ [ (3 , 4-dimethyl-5- 

i soxazolyl ) amino] sulf onyl J - 

4- (2-oxazolyl) [1,1'- 
biphenyl] - 2-yl] methyl ] -N, 1- 
dimethyl-lH-pyrazole-5- 
carlDOxamide 


7.4 


221 


OMa 


4-Chloro-N- [(2'-[[(3,4- 
dimethyl-5- 

isoxazolyl ) amino] sulf onyl] - 
4- (2-oxazolyl) (1,1'- 
biphenyl ] -2-yl ] methyl ] - 2 - 
methoxy-N-methylbenzamide 


7.3 


222 


6 


3 - ( 1 , 1-Dimethylethyl ) -N- 
[ [2 ' - [ [ (3 , 4-dimethyl-5- 
isoxazolyl ) amino] sul f onyl ] - 
4- i^-oxazoiyi ) 1 1 , i - 
biphenyll -2-yl]methyll -N- 
methyl-l-phenyl-lH-1, 2, 3- 
triazole-5-carbox2UQide 


6.6 
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223 




2,3-Dihydro-N- t [2'-[ [ (3,4- 
dimethyl-5- 

isoxazolyl ) amino ] sul fonyl ] - 
4-(2-oxa2olyl) [1,1'- 
biphenyll -2 -yl) methyl] -N, 4- 
dime t hy 1 - 2 - 1 hi oxo - 3 - 
thiazoleacetamide 


6.4 


224 




N- I [2 ' - I [ ( 3 , 4-Dimethyl-5- 

isoxazolyl ) amino ] sul fonyl ] - 

4-{2-oxazolyl) [1,1'- 

biphenyl] -2-yl ] methyl ) -N, 3- 

dimethyl-5- 

( trif luoromethyl) -4- 

isoxazolecarboxamide 


7.2 


225 




3- ( 1 , 1- Dimethyl ethyl ) -N- 
[ [2 ' - [ I (3 , 4-dimethyl-5- 
isoxazolyl ) amino] sul fonyl ] - 

4- (2-oxazolyl) [1,1'- 
bipheny 1 ) - 2 -y 1 ) me t hy 1 ] - 1 - 
ethyl-N-methyl-lH-pyrazole- 

5- carboxeuiiide 


7.6 


226 




N- [ [2 ' - [ [ ( 3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulfonyl] - 
4-(2-oxazolyl) [1,1'- 
biphenyl ] -2 -yl J methyl J -N- 
methyl-5- ( 1 -pyrrol idinyl ) - 
2H- tetrazole-2 -acetamide 


6.6 


227 




N- [ [2 ' - [ [ (3 , 4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4-(2-oxazolyl) [1,1'- 
bipheny 1 J - 2 -y 1 ] me thy 1 ] -N- 
me thyl [1,1' -biphenyl ] -2 - 
carboxamide 


7.5 


228 




N-[ [2'-[ [ (3,4-Dimethyl-5- 
isoxazolyl ) amino ] sul fonyl ] - 
4-(2-oxazolyl) [1,1'- 
biphenyl] -2-yl] methyl] -N- 
methyl-3- 

( tri f luoromethyl ) ]3enzene- 
acetcunide 


7.5 


229 




N-[ I2'-( [ (3, 4 -Dime thyl- 5- 
isoxazolyl ) amino ] sulfonyl } - 
4-(2-oxazolyl) [1,1'- 
biphenyl] -2-yl] methyl] -N- 
methyl-2- 

( trif luoromethyl ) benzene- 
acetamide 


7.5 
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1 230 




1 N- [ [2 ' - [ ( (3 , 4-Diinethyl-5- 
isoxazolyDamino] sulf onyl J - 

1 4- (2-oxazolyl) [1,1'- 
biphenyl ] -2-yI ] methyl J -N/ 1- 

1 dimethyl-lH-benzimidazole- 

1 2-propanamide 


1 ^'^ 1 


231 




N- [ [2 ' - t [ (3 , 4-Dimethyl-5- 
1 isoxazolyl ) amino) sulfonyl ] - 

4-(2-oxazolyl) [1,1'- 
1 biphenyl ) -2-yl )methyl ] -N, 2- 
1 dimethyl -4- 
j ( trifluoromethyl) -3- 
1 pyridinecarboxamide 


7.1 I 


232 




[ [2 ' - [ [ (3 , 4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl) - 
4-(2-oxazolyl) [1,1 
biphenyl ] -2 -yl ] methyl ) -N- 
methyl-5- (2-pyridinyl ) -2- 
thi ophenecarboxamide 


7.0 


233 




N- [ [2 ' - [ [ (3 , 4~Dimethyl-5- 
i soxazolyl) amino] sulf onyl ] - 
4-(^-oxazolyl} [1,1'- 
biphenyl ] -2 -yl } methyl ] -N- 
methyl- 4 -phenyl -1 ,2,3- 
thiadiazole-5-carboxamide 


7.2 j 


234 




[ [2 ' - ( [ (3 , 4-Dimethyl-5- 
i soxazolyl) amino] sulfonyl] - 
4-(2-oxazolyl) [1,1'- 
biphenyl J -2 -yl ] methyl J -N- 
methyl-4-(l,2,3-thiadiazol- 1 
4-yl)ben2amide 1 


6.9 


235 




N-( (2'- t [ <3,4-Dimethyl-5- 
isoxazolyl ) amino ] sul f onyl ] - 
4-(2-oxazolyl) [1,1'- 
biphenyl ] -2-yl ] methyl ] -N- 1 
methyl-2-oxo-3 (2H) - 1 
benzoxaz ol epr opanami de 1 


6.9 


236 


\sa=/ 1 


N- [ [2 ' - [ [ (3 , 4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl] - J 
4- f 2-oxa2olvrl W 1 1'- 1 

biphenyl ] -2-yl ] methyl ] -N, 5- 
dime thy 1 - 2 -phenyl - 4 - 1 
oxazoleacetamide 1 


7.6 1 
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N- [ [ 2 ' - [ [ (3 , 4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4-{2-oxa2olyl) [1,1'- 
biphenyl ] - 2 --yl ) methyl ] -N- 
methyl-1, 4- 

dithiaspiro [4 • 5] decane-8- 
carboxamide 


7.5 


238 




4-Chloro-N- ([2'-[[(3,4- 
dimethyl-5- 

isoxazolyl ) amino ] sul f onyl ] - 
4-(2-oxazolyl) [1,1'- 
biphenyl ] -2-yl ] methyl ] - 
N,l,3-trimethyl-lH- 
pyrazolo[3 , 4 -b] pyridine- 5- 
carboxamide 


7.0 


239 




N- [ [2 ' - ( ( (3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulfonyl] - 
4-(2-oxazolyl) [1,1'- 
biphenyl] -2-yl] methyl] -N- 
me thy 1 - 1 -phenyl - 5 -propyl - 
lH-pyrazole-4-acetamide 


7.8 


240 


A, 


N- [ [2 ' - I ( ( 3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulfonyl] - 
4-{2-oxazolyl) [1,1'- 
bipheny 1 ] - 2 -y 1 ] methyl ] -N- 
methyl-3-[ (4- 

methylphenoxy ) me thyl ] benz^ 
amide 


8.1 


241 




N- [ [2 ' - [ I (3 , 4 -Dimethyl- 5 - 
isoxazolyl) amino] sulfonyl] - 
4-(2-oxazolyl) [1,1'- 
biphenylj -2-yl ] methyl } -N- 
methyl-5-[3- 

( trif luoromethyl ) phenyl ] * 
2H-tetra2ole-2-acetamide 


7.7 


242 


1 

Me 


N- [ [2 ' - [ [ (3 , 4-Dimethyl-5- 
isoxazolyl ) amino ] sulfonyl ] - 
4-(2-oxazolyl) [1,1'- 
biphenyl] -2-yllmethyll -N- 
roethyl-5- [l-methyl-3- 
(trif luoromethyl) -IH- 
pyrazol-5-yl) -2- 
thiophenecarboxamide 


7.9 
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243 




N- [ [2 ' - [ { (3,4-Dimethyl-6- 

isoxazolyl) amino] sulfonyl] - 

4-(2-oxazolyl) 11,1'- 

bxphenyl ] - 2 -y 1 j methyl j -N , 4 - 

dimethyl-5-(3- 

( tri f luoromethyl ) phenyl ] -5- 

thiazoleacetamide 


8.2 


244 




1- ( 4-Chlorophenyl ) -N- [ [2 ' - 
[ [ (3,4-dimethyl-5- 
isoxazolyl) amino] sulfonyl] - 
4- {2-oxazolyl ) [1,1'- 
biphenyl ] - 2 -y 1 ] methyl ] -N- 
methyl-5- ( tri f luoromethyl) - 
IH-pyrazole- 4 - carboxamide 


7.8 


245 




N- [ [2 ' - ( ( ( 3 , 4 -Dimethyl-5- 
isoxazolyl ) amino ] sul fonyl ] - 
4-(2-oxazolyl) (1,1'- 
biphenyl ] - 2 -y 1 ] methyl ] -N , 6 - 
dime thy 1-2- 
pyridinecarboxamide 


7.0 


246 


CT ^ 


N- I [2 ' - t [ (3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulfonyl] - 
4-(2-oxazolyl) [1,1'- 
biphenyl ] -2 -yl ) methyl 1 -N- 
methyl-2 - thiopheneace tamide 


7.5 


247 




N- ( ( 2 ' - [ [ ( 3 , 4 -Dimethyl-5- 
isoxazolyl ) amino) sulfonyl ] - 
4-(2-oxazolyl) [1,1'- 
biphenyl ] - 2 -y 1 ] methyl ] -N- 
methyl-2- 

(phenylmethoxy ) Isenzene- 
acet amide 


8.6 


248 




3- {2-Chloro-6- 

f luorophenyl ) -N- [ (2 ' - 
[ [ (3,4-dimethyl-5- 
isoxazolyl ) amino ] sul fonyl ] - 

4- (2-oxazolyl) [1,1'- 
biphenyl ] -2 -y 1 J methyl J -N , 5 - 
dimethyl -4- 
isoxazolecarboxamide 


7.8 


249 




N- [ [2 ' - [ ( ( 3 , 4-Dimethyl-5- 
isoxazolyl ) amino J sulfonyl ) - 
4- ( 2— oxazolyl ) [1,1 - 
biphenyl] -2-yl] methyl) -N, 1- 
dime t hyl - IH-pyrazol e - 4 - 
carboxamide 


6.7 
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250 


"H 


N- t [2 ( t (3 , 4-Dimethyl-5- 
isoxazolyl ) amino ] sulf onyl ] - 
4-(2-oxa2olyl) [1,1'- 
biphenyl] - 2 -yl] methyl J -N, 5- 
dimethyl-lH-pyrazole-3- 
carboxamide 


6.8 


251 




N- [ [2 ' - I [ (3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulf onyl ] - 
4-(2-oxazolyl) [1,1'- 
biphenyl ] - 2 -yl ] methyl ] -N- 
roethyl-2- 

thiophenecarboxamide 


7.4 


252 




N"I (2'-[[ (3, 4 -Dimethyl -5- 
isoxazolyl ) amino J sul f onyl ] - 
4T{2-oxa2olyl) [1,1'- 
biphenyl ] -2-yl ] methyl ] -N- 
methyl -3- 

thiophenecarboxamide 


7.3 


253 




6-Chloro-N- [ [2 ' - [ [ { 3 , 4- 
Dimethyl-5- 

isoxazolyl) amino] sulf onyl] - 
4-(2-oxazolyl) [1,1'- 
biphenyl ) -2-yl ] methyl ] -N- 
methyl-3- 

pyridinecarboxamide 


7.2 


254 




N- [ 12 ' - t [ (3 , 4-Dimethyl-5- 
isoxazolyl) amino] sulf onyl] - 
4-(2-oxa2olyl) [1,1'- 
biphenyl ] -2-yl ) methyl ] -N- 
methyl-lH-indole-5- 
carboxaxaide 


7.4 


255 


.A, 


2-Chloro-N-( [2'-( ( (3,4- 
dimethyl-5- 

isoxazolyl ) amino] sulf onyl ] - 
4-(2-oxa2olyl) [1,1'- 
biphenyl ] -2-yl ] methyl 1 -N, 6- 
diinethyl-4- 
pyridinecarboxamide 


7.3 


256 




N- [ [2 ' - [ ( (3 , 4-Dimethyl-5- 
isoxazolyl) amino] sulf onyl] - 
4-{2-oxazolyl) [1,1'- 
biphenyl ] -2 -yl ] methyl ] -N- 
methyl-4- 

c xnno X me c axooxami ae 


7.1 
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257 




N- [ [2 ' - [ [ (3 , 4-Dimethyl«5' 
isoxazolyl ) amino] sulf onyl] - 
4-(2-oxazolyl) [1,1'- 
biphenyl ] - 2 -yl ] methyl ] -N- 
methyl - IH- indole- 1 - 
acetamide 


7.8 


258 


W jT ^ 

H 


N- [ [2 ' - [ [ (3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulfcnyl] * 
4-(2-oxa2olyl) [1,1'- 
biphenyl] -2-yl]methyl] -N- 
methyl-lH-indole-3- 
acetamide 


7.6 


259 




2,3-Dihydro-N-[ [2'-( [(3,4- 
dimethyl-5- 
isoxazolyl ) amino ] sul f onyl ] - 
4-(2-oxa2olyl) (1,1'- 
biphenyl ] -2 -yl ] methyl ] -N- 
me thyl - 1 H- indene- 2 - 
acetamide 


8.4 


260 


H r 


N-[ [2'-[ [ (3,4-Dimethyl-5- 
isoxazolyl ) amino] sulf onyl] - 
4-(2-oxa2olyl) (1,1'- 
biphenyl ] - 2 -y 1 ] methyl ] - 5 - 
f luoro-N-methyl-lH-indole- 
2 -carboxamide 


8.2 


261 




OMe 


N-[[2'-( [ (3, 4 -Dime thyl- 5- 
isoxazolyl) amino] sulfcnyl] - 
4-(2-oxa2olyl) [1,1'- 
biphenyl ] -2 -yl ] methyl ] - 3 , 5- 
dimethoxy-N-methyl]3enzamide 


7.7 


262 


CI 

OMe 


5-Chloro-N- I[2'-[((3,4- 
dimethyl-5- 

isoxazolyl) amino] sul f onyl ] - 
4- (2-oxazolyl) (1,1'- 
biphenyl ] -2 -yl ] methyl ] -2 - 
me thoxy -N-me thy Ibenzami de 


7.9 


263 


CI 


2 , 6 -Dichloro-N- [(2'-([(3,4- 
dimethyl-5- 

isoxazolyl ) amino ] sul f onyl ] - 
4-(2-oxazolyl) [1,1'- 
bipheny 1 ] - 2 -y 1 ] methyl ] -N- 
methyl-3- 

pyridinecarl^oxamide 


7.6 
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264 


Me 


j 3-{Acetylaxnino)-N-t [2'- 

tl (3,4-dimethyl-5- 
1 isoxazolyl ) amino ) sulfonyl] - 
1 4-(2-oxazolyl) [1,1'- 
j biphenyl ] -2-yl ] methyl ] -N, 4- 
1 dimethylbenzamide 


j 7.0 


265 


Me ^ 


N- I (2 ' ^ [ ( (3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulfonyl J- 
4- (2-oxazolyl) 11,1'- 

j biphenyl ] - 2-yl ] methyl ] -N, 5- 
dime thy 1 - 1 -pheny 1 - IH- 

J pyrazole-4-carboxamide 


1 ^'^ 


266 


OMe 


N- [ 12 ' - [ [ (3 , 4 -Dimethyl- 5- 
isoxazolyl ) amino ] sul fonyl ] - 
4- (2-oxazolyl) [1,1'- 
bipheny 1 ] - 2 -y 1 ] me thy 1 ] - 4 - 
methoxy-N-inethyl-2- 
quinolinecarboxamide 


1 7.7 1 


267 


Me 


N- [ t 2 ' - t [ (3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulfonyl ] - 
4- (2-oxazolyl) [1,1'- 
bipheny 1 ] - 2 -y 1 ] me thyl ] -N , 5 - 
dime t hy 1 - 2 -phenyl - 2 H- 1 , 2 , 3 - 
triazole-4-carboxamide 


8.5 1 


268 




N- [ [2 ' - [ [ (3 , 4-Dim€thyl-5- 
isoxazolyl ) amino ] sul fonyl ] - 
4- (2-oxazolyl ) [ 1 , 1 ' - 
biphenyl ] - 2 -y 1 ] me thy 1 J -N- 
methyl-2-phenoxy-3- 1 
pyridinecarboxamide j 


7.6 1 


269 


• 1 
Et 


N- [ {2 ' - [ [ (3 , 4-Dim€thyl-5- 
isoxazolyl ) amino] sulfonyl] - 
4- (2-oxazolyl) [1, 1 
biphenyl ] -2 -yl ] methyl ] - 
N' ,N' -diethyl -N-roethyl-1, 2- j 
benzenedicarboxamide 1 


7.6 


270 




N- [ [2 ' - [ [ (3 , 4-Dimethyl-5- 
isoxazolyDaminoJ sulfonyl] - j 
4- (2-oxazolyl) [1,1'- 
biphenyl ] -2 -yl ] methyl ] -N- j 
me t hy 1 - 9 H - f luor ene- 9 - j 
PTopanamxce i 


8.8 1 



- 270 - 



BNSOOaO: <WO_9729748A1J^ 



wo 97/29748 



FCT/US97/03956 



A HPLC Conditions: 

Coliann: YMC S3 ODS 4.6x50inm 

Gradient elution of 0-100%B over 8 xnin and held at 100%B 
for 3 min. 
5 Flow rate: 2.5 ml/min 

A: 10% MeOH-90% water-0.2% H3PO4 
B: 90% MeOH-10% water-0.2% H3PO4 
Detection Wavelength: 254 nm 



The coinpounds of Examples 271 to 283 have the 

structure below where, for each conpound, R* is the moiety 
shown in Table III following. These conpounds were 
15 prepared by a method analogous to that described in Example 



10 



Examplaa 271 to aaa 



164. 




- 271 - 



TABfcB III 





II ^ - 


COMPQTOP NAME 


HPLC 


BTO. 




Retention 
Time (min)A 


271 




2'-[[[l-(l,l- 

Dimethyl ethyl) -3-methyl-lH- 
pyrazol - 5 -y 1 ) amino 1 methyl 1 - 
N- (3 , 4-dimethyl-5- 
isoxazolyl ) -4 ' - (2- 
oxazolyl ) [1 , 1 ' -biphenyl ) -2- 
sulfonamide 


ll.OAA 


272 


H 


N- {3 , 4-Dimethyl-5- 
isoxazolyl ) -4 ' - (2- 
oxazolyl) -2 ' - [ (IH-pyrazol- 
3 -ylamino) methyl] [1,1'- 
biphenyl ] -2 -sulfonamide 


5,5 


273 


H 


N- {3. 4 -Dimethyl- 5- 
isoxazolyl ) -4 ' - (2- 
oxazolyl>-2'- [ (lH-1,2,4- 
triazol-3- 

ylamino) methyl] [1,1'- 
biphenyl] -2- sulfonamide 


5.3 


274 


O 


N- (3 , 4-Dimethyl-5- 
isoxazolyl ) -2 ' - [ [ ( 5-methyl- 
3 -oxazolyl) amino] methyl ] - 
4'-{2-oxazolyl) 11,1'- 
biphenyl] - 2-sulf onamide 




275 


V 

H 


2 ' - [ { (4-Cyano-lH-pyrazol-3- 
yl) amino] methyl ] -N- (3,4- 
dimethyl-5-isoxazolyl ) -4 ' - 
(2-oxazolyl) [1,1'- 
biphenyl] -2-sulfonamide 


6.4 


276 




N- (3 , 4 -Dimethyl- 5- 
isoxazolyl ) -2 ' - [ [ ( 3 , 5- 
dimethyl-2- 

pyrazinyl) amino J methyl] -4'- 
(2-oxazolyl) [1,1*- 
biphenyl] -2-sulf onamide 


6.5 


277 


•Li 


N-(3,4-Dimethyl-5- ' 
isoxazolyl) -2 [ (3,5- 
dimethyl-2- 
pyr imidinyl ) amino ) methyl ] - 
4 '-{2-oxazolyl) [1,1'- 
biphenyl ] -2 -sulfonamide 


5.9 
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278 




N- (3 , 4 -Dimethyl- 5- 

isoxazolyl) -2 '-It {5 -ethyl- 

1 , 3 # 4-thiaaiazol-2- 

y 1 ) amino ] methyl J - 4 ' - ( 2 - 

oxazolyl ) I 1 , 1 ' -biphenyl ] -2 - 

sulfonamide 


6.5 


279 




2'-[{2- 

Benzo thiazolylamino ) methyl ] 
-N- (3 , 4-aimetnyi-D- 
isoxazolyl ) - 4 ' - ( 2 - 
oxazolyl) [1,1' -biphenyl] -2- 
sulf onaznide 


6.8 


280 


>^ 

H 


2 '- [ [ (4-Bromo-lH-pyrazol-3- 
yl ; amino j metnyx j -w- i j , 4- 
dimethyl-5-isoxazolyl) -4' - 
(2-oxazolyl) [1,1'- 
biphenyl] -2 -sulfonamide 


6.9 


281 


*— S H 


N- ( 3 , 4 -Dime thy 1 - 5 - 
isoxazolyl) -4 ' - <2- 
oxazolyl) -2 ' - t I [5- {2- 
thienyl) -lH-pyrazol-3- 
yl] amino] methyl] [1,1'- 
bipheny 1 ] - 2 -sul f onamide 


6.7 


282 




N- ( 3 , 4 -Dime thy 1 - 5 - 
isoxa2olyl)-2'- 1 1 (6- 
inethoxy-2- 

benzothiazolyl ) amino] - 
methyl) -4'- (2- 
oxazolyl) [1 , 1 ' -biphenyl] - 2- 
sulf oneunide 


6.7 


283 




2'-[ [ [4-(4-Chlorophenyl)-6- 
ethoxy-2- 

pyr imidiny 1 ] amino 1 methyl ] - 
N- (3, 4-dimethyl-5- 
isoxazolyl) -4 ' - (2- 
oxazolyl ) [ 1 , 1 ' -biphenyl] -2- 
sulf onamide 


8.2 



A HPLC Conditions: 

Colxiinn: YMC S3 ODS 4.6x50ntm 

Gradient elution of 0-100%B over 8 min and held at 100% B 
5 for 3 xnin. 

Flow rate: 2.5 mL/min 



- 273 - 



8NSOOCID: <WO ^9729748A1J_> 



A: 10% MeOH-90% water-0.2% H3PO4 
B: 90%MeOH-10% water-0.2% H3PO4 
Detection Wavelength: 217 nm 

5 AA HPLC Conditions: 

Column: YMC S3 ODS 4.6xl50ram 

Gradient elution of 40-100% B over 25 min euid held at 100% 
B for 5 min. 
Flow rate: 1.5 mL/min 
10 A: 10% MeOH-90% water-0.2% H3PO4 
B: 90%MeOH-10% water-0.2% H3PO4 
Detection Wavelength: 217 nm 

15 M- f A . S-dimathvl-S -iaoxazolvH -4 * - (2-oxazolYl> -2 * - 

r ra - f terlfluoromet hvl) - IH-pvragQl-X- Yna^thYM - 




20 

A. A . 5-Dime fchvl-3-lBQ«mgc>lamln« 

To (4, 5-dimethyl-3-isoxazolyl)carbamic acid 1,1- 
dimethylethyl ester (25.0 g, 117.79 mmol, prepared as 

25 described in Konoike, T. et al., Tet. Lett., 37, 3339-3342 
(1996)) in a flask, 100 ml 4N HCl in dioxane was added. 
The mixture was stirred at room temperature for 5 hrs and 
concentrated to give the title conpound of this step as a 
solid which was used in the next step without further 

30 purification. 
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B. 2-BroTOO-W- (4 , 5-dimethvl->3- 

ipoxazolvDbenzeneattlfonamlda 

To the entirety of the solid obtained in step A and 
5 4-dimethylaininopyridine (1.44 g, 11.78 iranol) in 79 ml 

pyridine at 0**C, 2-broinobenzenesulf onyl chloride {28.59 g, 
111.90 inmol) was added in portions over 10 minutes. The 
mixture was stirred at 40''C for 6.5 hrs and concentrated. 

The residue was dissolved in 300 ml MeOH, 1000 ml 3% 
10 aqueous NaHCOj solution was added, and the mixture was 
concentrated in vacuo to remove most of the MeOH. The 
solid was filtered off and the aqueous filtrate was 
acidified to pH 1 with 6N HCl at O^'C, and extracted with 

EtOAc (2x400 ml) . The extracts were washed with 100 ml IN 
15 HCl, 100 ml H2O and 100 ml brine, dried and concentrated to 
give the title compound of this step (34.32 g, -95% pure, 
yield 84% for two steps). Rf=0.57, silica gel, 1:1 
hexane/EtOAc . 

20 €• 2-Broino-W- (4. S-dimethvl -a-iBoxagQlvl) -M- 

r (2"methoxvethoxv)nethvllbeiizenft- 
sulfonamide 

To the title compound of step B (32.60 g, 102.78 
mmol) in 343 ml DMF at 0**C, NaH (60% in mineral oil, 4.93 

25 g, 123.34 mmol) was added in portions. After stirring at 
room temperature for 30 minutes, the mixture was cooled 
with an ice-salt bath (-15*^0 and 2-methoxyetho3Qfmethyl 

chloride (16.00 g, 128.48 mmol) was added dropwise over 20 
minutes. The reaction was stirred with an ice-salt bath 
iO for 20 minutes and then at room teziqperature for 1.5 hrs. 

1400 ml 1:1 hexane/EtOAc was added to the reaction mixture. 
The organic layer was sepaurated and washed with 2x800 ml 
water, 400 ml brine and dried and concentrated. The 
residue was chromatographed on silica gel using 2.5:1 
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hexane/EtOAc to afford the title con5>ound of this step 
(32.12 g. 75%) as an oil. 

D. M- f A . 5-Dim«tehvl-3-iBOxazolvl> -2 ' -f omvl- 
5 w- r f 2 -met hoaevfclioacv^methvl 1 -4 * - ( 2 - 

oxazolvll ri. 1^-bi phenvll - 2-attlfonaiaide 

To a solution of the title compound of step C (22 . 16 
g, 52.85 mmol) in 264 ml THF at -95'C, n-butyl lithium {2M 
solution in pentane, 29.07 ml, 58.14 mmol) was added. The 
10 mixture was stirred at -95*C for 10 minutes and 

trimethylborate (6.59 g, 63.42 mmol) was added and stirred 
at -78°C for 15 minutes. The cold bath was removed and the 

mixture was warmed to room temperature slowly and stirred 
at room teinperature for 0.5 hr. The mixture was then 
15 cooled to O^C and 100 ml 3N HCl was added dropwise. After 
stirring for 30 minutes, the mixture was extracted with 
CHjClj (300 ml, 100 ml) . The combined organic extracts were 
washed with 30 ml brine, dried and concentrated to give 2- 
borono-N- (4, 5-dimethyl-3-isoxazolyl) -N- [ (2- 
20 metho3Qretho3V) diethyl ] benzene- sulfonamide as a gum. 

To the 2 -borono-N- (4,5 -dimethyl- 3 - isoxazolyl ) -N- [ ( 2 - 
me thoxyethoxy) methyl Ibenzenesulfonamide and the title 
coitpound of step D of Bxanple 21 (13.32 g, 58.14 mmol) in 
264 ml of toluene and 132 ml of 95% ethanol ("EtOH"), 106 
25 ml 2M aqueous sodium carbonate and 

tetrakis(triphenylphosphine)palladium(0) (6.11 g, 5.29 
mmol) were added and the reaction mixture heated under 
argon at 85*0 for 4 hrs, cooled and diluted with 250 ml of 
EtOAc. The orgeuaic layer was separated and washed with 100 
30 ml HjO and 50 ml brine, dried and concentrated. The 
residue was chromatographed on silica gel using 1:1 
hexane/EtOAc to afford the title compound of this step 
(16.95 g, 62.7% for two steps) as a colorless gum. 
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( hvdroxvmetilivl I -.n- f 1 2 ^ 
methoxvetho xvl methyl 1 -4^- (2- 
oxazolvl) n . 1^ -biphenvn >2-aulf onainide 
5 To a solution of the title compound of step D {0.37 

g, 0.76 mmol) in 10 mL of MeOH at room temperature, sodium 
borohydride (0.035 g, 0.93 mmol) was added and the mixture 
stirred for 2 hours. The clear solution was then 
concentrated to 5 mL and diluted with 100 mL of water and 
10 the aqueous solution was extracted with 3 x 100 mL of 

EtOAc. The combined organic extracts were then washed once 
with water auid dried and evaporated to provide 0.3 g (95%) 
of the title compound of this step as a colorless gum. 

15 F. 2 ^ ■ (Bromonethvl) -N- (A. S^dim^thvl^a-- 

ieoxaasolvl ) -N- T (2-methoxvetlioxv^iii«t:livn - 
4 ^ - ( 2 ^oxazolvl ) ri . 1 ^ -biphenvl 1 --2 ^ 
gulf onamlde 

To a solution of the title compound of step E (0.37 
20 g, 072 mmol) in 5 mL of DMF at 5®C, triphenylphosphine 

(0.283 g, 1.08 mmol) and carbon tetrabromide (0.358 g, 1.08 
mmol) were added and the mixture stirred for 5 hours. The 
solution was then diluted with 100 mL of water and the 
aqueous solution was extracted with 3 x 100 mL of EtOAc. 
25 The combined organic extracts were then washed once with 

water and dried sind evaporated. The residue thus obtained 
was chromatographed on 20 g of silica gel using 2:1 
hexane:EtOAc to afford 0.285 g (69%) of the title compound 
of this step. 

30 

O. 2'^ I r2. 3-Dilivilgo-3- f fcrlf Ittoromefch irl WlH- 
pvrazol ■ 1 - vl 1 methvl 1 -W- ( 4 , 5 -dlm^ tilivl > 3 - 
IsoxagQlvH -N- r f 2^mat:lioxvat:liexv^mttt:hvn - 
4 ^ - f 2 -oxazol vl W 1 , 1 ^ -blpliaiivl 1 - 2 - 
35 gulf onamlda 
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5 To a solution of 3-trifluoromethylpyrazole (0.0425 

g, 0.312 mmol) in 1 mL of DMF. NaH (60% suspension in 
mineral oil, 0.0125 g. 0.312 iranol) was added and the 
mixture was stirred at room temperature under argon for 10 
minutes. The title compound of step F (0.12 g, 0.208 mmol) 

10 was then added and the mixture was stirred for 16 hours. 

The mixture was then added to 20 mL water and the solution 
was extracted with 3 x 25 mL EtOAc. The combined organic 
extracts were washed with water and dried and evaporated to 
afford 0.13 g (100%) of the title compound of this step as 

15 a colorless gum. 

H. W-IA.S-D.< "'«»fchvl-3-;t«oicazo1vH-4*-(2- 

PY Tf ^ol - 1 - vll me thvl 1 T 1 . V -^A Vh^llYl 1 - 2 - 

To a solution of the title compound of step G (0.13 
g, 0.31 mmol) in 10 mL of 95% aqueous EtOH, 10 mL of 6N 
aqueous hydrochloric acid was added and the mixture was 
refluxed for 1 hour. The mixture was diluted with 25 mL of 

25 water and extracted with 3 x 25 mL of EtOAc. The combined 
organic extracts were then washed once with water and dried 
and evaporated. The residue was purified by reverse phase 
preparative HPLC on a 30 x 500 mm ODS SlO column using 78% 
solvent B (90% MeOH, 10% H^O, 0.1% TFA) and 22% solvent A 

30 (10% MeOH, 90% H^O, 0.1% TEA). The appropriate fractions 
were collected and neutralized with aqueous sodium 
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bicarbonate to pH 7 and concentrated to 5 mL. The solution 
was then acidified to pH 2 using aqueous sodium bisulfate 
and the white solid was filtered cmd dried to provide 0.063 
g (89%) of the title compoiand of this Example as a white 
5 solid, m.p. SS-SS^'C (amorphous) . 
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What: is claimed is: 

1. A compound of the formula 



11 — LOt— r" 



or an enantiomer, diastereomer or pharmaceutically 
acceptable salt thereof, wherein: 

one of X and Y is N and the other is O; 
10 r1^ r3 and are each directly bonded to a ring 

carbon and are each independently 

(a) hydrogen; 

(b) alkyl, alkenyl, alkynyl, alkoxy, cycloalkyl, 
cycloalkylalkyl , cycloalkenyl , 

15 cycloalkenylalkyl, aryl. aryloxy, aralkyl or 

aralkoxy, any of which may be substituted with 
Z^, z2 and Z^; 

(c) halo; 

(d) hydroxyl; 
20 (e) cyano; 

(f) nitro; 

(g) -C(0)H or -C(0)r5; 

(h) -C02H or -C02R^; 

(i) -z4-Nr6r'7; 

25 (j) _z4-N(r10)-z5-Nr8r9; or 

(k) r3 and R^ together may also be alkylene or 

alkenylene, either of which may be substituted 
with Z^, and z3, completing a 4- to 8- 
membered saturated, unsaturated or aromatic 
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ring together with the carbon atoms to which 
they are attached; 
r5 is alkyl, alkenyl, alkynyl, cycloalkyl, 
cycloalkylalkyl, cycloalkenyl, cycloalkenylalkyl , aryl or 
5 arallcyl, any of which may be substituted with Z^, z2 and 

Z3; 

R^, r'^, rS, r9 and R^O are each independently 

( a ) hydrogen ; or 

(b) alkyl, cycloalkyl, cycloalkylalkyl , 

10 cycloalkenylalkyl, aryl or aralkyl, any of 

which may be substituted with , and Z^ ; or 
rS and r'^ together may be alkylene or alkenylene, 
either of which may be substituted with Z^, Z^ and Z^ , 
completing a 3- to S^membered saturated or unsaturated ring 
15 together with the nitrogen atom to which they are attached; 
or any two of R^, r9 and R^O together are alkylene or 
alkenylene, either of which may be substituted with Z^, Z^ 
and Z^ , completing a 3- to 8 -member ed saturated or 
unsatxirated ring together with the atoms to which they are 
20 attached; 

r11, r12^ r13 and R^* are each independently 

(a) hydrogen; 

(b) alkyl, alkenyl, alkynyl. alkoxy, 
cycloalkyl , cycloalkylalkyl , 

25 cycloalkenyl, cycloalkenylalkyl , aryl, 

aryloxy, aralkyl or aralkoxy, any of 
which may be substituted with Z^ , Z^ and Z^, 

(c) heterocycle, substituted heterocycle or 
heterocyclooxy; 

30 (d) halo; 

(e) hydrosqrl; 

(f) cyano; 

(g) nitro; 

(h) -C(0)H or -C(0)r5; 
35 (i) -C02H or -C02R^; 

(j) -SH, -S(0)nR^/ -S(0)m-OH, -S(0)m-0R5, 
-0-S(0)m-0R5, -0-S(0)mOH or 
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-0-S(0)in-ORS; 

(k) -z4-nr6r7; or 

(1) -z4-N(r10) -z5-Nr8r9; 

Z^, z2 and Z^ are each independently 

5 (a) hydrogen; 

(b) halo; 

(c) hydroxy; 

(d) alkyl; 

(e) alkenyl; 
10 (f) aryl; 

(g) ar alkyl; 

(h) alkoxy; 

(i) aryloxy; 
(j) aralkoxy; 

15 (k) heterocycle, substituted heterocycle or 

heterocycloo3Qr; 

(1) -SH. -S(0)nZ^. -S(0)in-OH, -S(0)m-0z6, 

-0-S(0)in-Z^/ -0-S(0)inQH or -0-S (O)m-OZ^; 

(m) oxo; 

20 (n) nitro; 

(o) cyano; 

(p) -C(0)H or -C(0)z6; 

(q) -C02H or -C02Z6; 

(r) -Z^-NZ^zS; 

25 (s) -Z4-N(Z11)-Z5-H; 

(t) -Z^-N(zll)-Z5-Z6; or 

(u) -Z*-N(zll)-z5-Nz7z8; 

Z^ and Z^ are each independently 

(a) a single boiid; 

30 (b) -Z9-S(0)n-Zl0-; 

(c) -z9-C(0)-zlO-; 

(d) -z9-c(S)-zlO_; 

(e) -z^-O-zlO-; 

(f) -Z^-S-zlO-; 

35 (g) -z9-0-C(0)-zlO-; or 

(h) -z9-C(O)-O-zl0-; 
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z6 is alkyl; alkyl siibstituted with one to three 
groups selected from halogen, aryl, arylo^^ and alkoxy; 
alkenyl; alkynyl; cycloalkyl; cycloallqrl substituted with 
one to three groups selected from alkyl, aryl, alkenyl and 
5 alkoxyaryl; cycloalle/l to which is fused a benzene ring; 
aryloxy substituted with one or two halogens; 
cycloalkylalkyl ; cycloalkenyl; cycloalkenylalkyl ; aryl; 
aryl siibstituted with methylenedioxy or one to four groups 
selected from alkyl, dialkylamino, cyamo, halogen, 
10 tr ihaloalkyl , alkoxy, trihaloalkoxy , dialkylaminocarbonyl , 
alkylcarbonylamino , arylalkoxy , aryloxyalkyl , 
alkylaryloxyalkyl and heterocycle; or heterocycle or 
substituted heterocycle; 

iP and are each independently hydrogen, alkyl, 
15 cycloalkyl, cycloalk/lalkyl, cycloalkenylalkyl, aryl or 

aralkyl, or tP euid together are alkylene or alkenylene, 
completing a 3- to 8-membered saturated or unsaturated ring 
together with the nitrogen atom to which they are attached; 

Z^ eind Z^O are each independently a single bond, 
20 alkyl ene, alkenylene or alkynyl ene; 

Zll is 

< a ) hydrogen ; or 

(b) alkyl, alkyl s\ibstituted with one, two or three 
halogens, cycloalkyl, cycloalkylalkyl, 
25 cycloalkenylalkyl, aryl or aralkyl; 

or any two of z'^, Z^ and Z^ together are alkylene or 
alkenylene, completing a 3- to 8~membered saturated or 
unsaturated ring together with the atoms to which they are 
attached; 
30 J is O, S, N or NR^S. 

K and L are N or C, provided that at least 
one of K or L is C; 

r15 is hydrogen, alkyl, hydroxyethoxy methyl or 
methoxyethoxy methyl; 
35 each m is independently 1 or 2 ; 

each n is independently 0, 1 or 2; euid 
p is 0 or an integer from 1 to 2 ; 
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wherein at least one of (i) to (iv) applies: 

(i) at least one of rH, r12, r13 or R^^ is 
heterocycle, substituted heterocycle or heterocyclooxy; 
(ii) at least one of Z^, z2 or is axyl, heterocycle, 
5 substituted heterocycle or heterocyclooxy; (iii) is 
alkyl substituted with one to three groups selected from 
halogen, aryl, aryloxy and alkoxy, wherein at least one 
substituent is other than aryl; alkyl substituted with two 
or three aryl groups; cycloallqrl substituted with one to 

10 three groups selected from alkyl, aryl, alkenyl and 

alkoxyaryl; cycloalkyl to which is fused a benzene ring; 
euryloxy substituted with one or two halogens; aryl 
substituted with methylenedio3cy; aryl substituted with one 
to four groups selected from alkyl, dialkylaroino, cyano, 

15 halogen, trihaloalkyl , alko3Qr» trihaloalko:?y, 

dialkylaminocarbonyl, alkylcarbonylaxaino, arylalkoxy, 
aryloxyalkyl , alkylaryloxyalkyl and heterocycle; or 
heterocycle or substituted heterocycle; or (iv) Z^ is 
alkyl substituted with one, two or three halogens. 

20 

2. A compound of Claim 1, wherein R^ and R^ are each 
independently hydrogen, alkyl, alkoxy, aryl, hydroacyalkyl, 
-C02R5 or -z4-Nr6r7. 

25 3. A conpound of Claim 2, wherein R^ and r2 are each 

independently lower alkyl or hydrogen. 

4. A conpovuid of Claim 1, wherein the ring containing 
L, J and K is 2-oxazole. 

30 

5. A con^jound of Claim 1, wherein p is zero. 

6. A compound of Claim 1, wherein R^, , R^^ and 
r1* are independently selected from hydrogen, hydroaqr* 

35 amino, heterocycle, alkenyl, alkoxy, carboxamide or 
sxibstituted lower alkyl. 
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7. A coite)ound of Claim 6, wherein R^^, r13 and r14 
are hydrogen and is selected from hydrogen, hydroxy, 
amino, heterocyclo, alkenyl, alkoxy, carboxamide or 
substituted lower alkyl. 

5 

8. A compound of Claim 1, wherein r3 and R^ are each 
independently alkyl- 

9. A compound of Claim 8, wherein r3 and R^ are each 
10 methyl. 

10. A compound of Claim 1, wherein X is O cuid Y is N. 

11. A conqpound of Claim 1, wherein X is N euid Y is O. 

15 

12- A compound of Claim 1, selected from the group 
consisting of: 

N- [ [2 • - [ [ (3 , 4-Dimethyl-5-isoxa- 
20 zolyl) amino] sulfonyll -4- (2-oxazolyl) [1,1' -biphenyl] -2- 
yl] methyl ] -2 , 2 , 2-tri-f luoroacetamide; 

N- {3,4-Dimethyl-5-isoxazolyl)-2' , 4 "-bis (2- 
oxazoly 1 ) [1,1' -biphenyl ] - 2 - sulfonamide ; 

25 

(Z) -N- (3 , 4-Dimethyl-5-isoxazolyl) -4 • - (2-oxazolyl) - 
2 ' - (2-phenylethenyl ) [1,1' -biphenyl ] -2-sulf onamide; 
(E) -N- (3 , 4-Dimethyl-5-isoxazolyl ) -4 ' - (2-oxazolyl) - 
30 2 • - ( 2 -phenyle theny 1 ) [1,1' -biphenyl ] - 2 -sul f onamide ; 

4-Chloro-N- [ [2 ' - [ [ (3 , 4 -dimethyl- 5 -isoxazolyl) amino] s 
ulfonyl] -4- (2 -oxazoly 1) - 

[1, 1 • -biphenyl] -2-yl]methyl]phenylacetamide; 

35 

N- (3 , 4-Dimethyl-5-isoxazolyl) -2 ' -oxazolyl-5-yl-4 • - 
oxazol-2-yl- [1,1* -biphenyl] -2-sulf onamide ; 
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N- (3 , 4-Diinethyl-5-isoxazolyl) -2 ' - [2- (l-methylethyl) 
S-oxazolyl] -4 ' - (2-oxazolyl) [1,1' -biphenyl] -2-sulf onamide; 

5 N- (3 , 4-Dimethyl-5-isoxazolyl) -2 • - (4-oxazolyl ) -4 • - (2 

oxazolyl ) [ 1 , 1 ' -biphenyl 1 - 2-sulf onamide ; 

N- (3 , 4-Dimethyl-5-isoxazolyl) -2 • - (2- (l-methylethyl) 
4-oxazolyll -4 ' - (2-oxazolyl) [1,1* -biphenyl] -2-sulf onamide; 

10 

N- (3 , 4-Dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) -2 ' - 
[ 1 5- ( l-methylethyl ) -2-oxazolyl 1 -methyl 1 [ 1 , 1 ' -biphenyl ] -2- 
sulf onamide; 

15 N- (3 , 4-Dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) -2 • - 

[ [4- (l-methylethyl) -2-oxazolyl] -methyl] [1, 1' -biphenyl] -2 - 
sulfonamide; 

N- (3 , 4-Dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) -2 • - 
20 [[(2,2,2 - trif luoroethyl ) amino ] methyl ] [ 1 , 1 ' -biphenyl 1 -2 - 
sulfonamide; 

N- (3 , 4-Dimethyl-5-isoxazolyl) -4 ; - (2-oxazolyl) -2 • - 
[ [ (2, 2, 2-trif luoroethyl) amino]methyl] [1, 1 ' -biphenyl] -2- 
25 sulfonamide, monohydrochloride ; 

N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl ) amino] sulf onyl] 
4- ( 2 -oxazolyl ) [ 1 , 1 ' -biphenyl 1 -2 -yl ] methyl ] -N- ( 2 , 2 , 2 - 
trif luoroethyl) -2, 2-dimethylpropanamide; 

30 

N- (3 , 4-Dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) -2 • - 
(2-oxazolylmethyl) [1,1* -biphenyl] -2-sulf onamide; 

N- (3 , 4-Dimethyl-5-isoxazolyl ) -2 ' - [ [methyl (2,2,2- 
35 trif luoroethyl) amino]methyl] -4 ' - (2-oxazolyl) [1,1'- 
biphenyl) -2-sulf onamide, trifluoroacetate (1:1); 
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N- [ [2 ' " I [ (3 , 4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) (1,1' -biphenyl] -2 
yl] methyl] -3 , 3 , 3-trif luoro-N-methylpropcuiamide; 

5 N- [ [2 • - [ [ (3 , 4-Dimethyl-5- 

isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [1,1* -biphenyl] -2 
yl ] methyl ] -4-f luoro-N-methylbenzamide ; 

N- [ [2 ' - [ [ (3 , 4-Dimethyl-5- 
10 isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [1,1 • -biphenyl] -2 
yl ] methyl ] -2 - f luoro-N-methylbenzamide ; 

N- [ [2 • - [ C (3 , 4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [1/1 ' -biphenyl] -2 
15 yl ] methyl ] -3 -f luoro-N-methylbenzamide ; 

4-Chloro-N- [ [2 • - [ [ (3 , 4-dimethyl-5- 
isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [1,1' -biphenyl] -2 
y 1 ] methyl ] -N-methylbenzamide ; 

20 

N- (3 , 4-Dimethyl-5-isoxazolyl) -2 • - [ [ethyl (2,2,2- 
trif luoroethyl) amino]methyll -4 • - (2-oxazolyl) [1,1'- 
biphenyl] -2-sulf onamide; 

25 2-Chloro-N- [ [2 ' - [ [ (3 , 4-dimethyl-5- 

isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [1,1' -biphenyl] -2 
yl 1 methyl ] -N-methylbenzamide ; 

2 , 4-Dichloro-N- [ [2 * - [ [ (3 , 4-dimethyl-5- 
30 isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [1, 1 ' -biphenyl] -2 
y 1 ] methyl ] -N-methylbenzamide ; 

N- [ [2 ' - [ [ (3 , 4-Dimethyl-5- 
isoxazolyl) amdLno] sulfonyl] -4- (2-oxazolyl) [1,1' -biphenyl] -2 
35 yl ] methyl ] -3 , 4-dif luoro-N-methylbenzamide ; 
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N- (3 , 4-Dimethyl-5-isoxa2olyl) -4 • - (2-oxazolyl) -2 • - 
( [ (phenylmethyl) (2,2,2-trifluoroethyl)amino]methyll [1, 1'- 
biphenyl ] -2 -sulfonamide ; 

5 N- (3 , 4-Dimethyl-5-isoxazolyl) -2 • - [ (3, 3-dimethyl-2- 

oxo-l-pyrrolidinyl)Inethyl] -4 • - (2-oxazolyl ) t 1/ 1 ' -biphenyl] - 
2 - sul f onamide ; 

N- (3 , 4-Dimethyl-5-isoxazolyl) -2 ' - 1 [ (4- 
10 methoxyphenyDmethylamino] methyl] -4 • -2-oxazolyl) [1,1*- 
biphenyl ] -2 -sulfonamide , monohydrochloride ; 

2' -I (3 , 3-Difluoro-l-pyrrolidinyl) methyl] -N- (3 , 4- 
dimethyl-5-isoxazolyl) -4 ' - {2-oxazolyl) [1,1* -biphenyl] -2- 
15 sulfonamide, monohydrochloride; 

N- t (2 ' - [ t (3 , 4-Dimethyl-5-isoxazolyl) amino] sulf onyl] 
4- (2-oxazolyl) [1,1* -biphenyl] -2-yl]methyll -N-methyl-2- 
pyraz inecarboxamide ; 

20 

N- [ [2 • - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulf onyl] 
4- {2-oxazolyl) [1,1* -biphenyl] -2-yllmethyl] -N, 3-dimethyl-2- 
thiophene-carboxamide ; 

25 3-Cyano-N- I [2 ■ - [ ( (3 , 4-dimethyl-5- 

isoxazolyl) amino] sulf onyl] -4- (2-oxazolyl) [1,1* -biphenyl] -2 
y 1 1 methyl ] -N-methylbenzamide ; 

N- [ [2 • - [ [ (3 , 4-Dimethyl-5-isoxa2olyl) amino] sulf onyl] 
30 4- (2-oxazolyl) [1 / 1 ' -biphenyl] -2-yl)methyl] -2-metho3«y-N- 
methylbenzamide ; 

N- t [2 •- [ [ (3, 4-Dimethyl-5-isoxa2olyl)amino] sulfonyl] 
4- (2-oxazolyl) [1,1* -biphenyl] -2-yl]methyl] -2-f luoro-N- 
35 methylbenzene-acetamide; 
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N- t [2 • - t [ (3 , 4-Diinethyl-5-isoxazolyl) amino] sulfonyl] 
4- (2-oxazolyl) [1,1- -biphenyl] -2-yl]methyll -N-methyl-1, 3- 
benzodioxole-5-carboxamide; 
5 (R) -N- [ [2 • - [ t (3 , 4-Dimethyl-5-isoxazolyl) amino] - 
sulfonyl] -4- (2-oxazolyl) [1,1' -biplienyl] -2-yl]metliyl] -a- 

methoxy-N-methylbenzeneacetamide ; 

N- [ [2 • - [ [ (3 / 4-Dimetliyl-5~isoxazolyl) amino] sulfonyl] 
10 4- (2-oxazolyl) [1,1* -biphenyl] -2 -yl] methyl ] -N-metliyl-2- 
thiophene-butanamide ; 

N- [ [2 • - [ [ (3 , 4 -Dimethyl- 5 --isoxazolyl) amino] sulfonyl] 
4- (2-oxazolyl) [1,1' -biphenyl] -2 -yl] methyl] -3 , 4, 5-trif luoro 
15 N-methylbenzamide; 

N- I [2 • - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] 
4- (2-oxazolyl) [1, 1 ' -biphenyl] -2-yl]methyll -2, 4, 6-trifluoro 
N-methy ll^enzamide ; 

20 

N-[ [2'-I [ (3, 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] 
4- (2-oxazolyl) (1,1' -biphenyl] -2-yl]methyl] -4-methoxy-N- 
me thylbenzene-propanamide ; 

25 4-(l,l-Dimethylethyl)-N-[[2'-[ t (3 , 4-dimethyl-5- 

isoxazolyl ) amino] sulfonyl ] -4- (2-oxazolyl ) [1,1* -biphenyl ] -2 
yl ] methyl ] -N-methylcyclohexanecarboxamide ; 

N- [ (2 • - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] 
30 4- (2-oxazolyl) [1,1' -biphenyl] -2-yl]methyl] -N-methyl-4- 
(trif luoromethyl) -benzamide; 

N- [ 12 • - [ t (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] 
4- (2-oxazolyl) [1,1' -biphenyl] -2-yl]methyl] -N-methyl-4- 
35 ( tri f luoromethoxy ) iDenzamide ; 
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N- [ 12 • - t [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyll - 
4- (2-oxazolyl) [1,1' -biphenyl] -2-yl] methyl 1 tetrahydro-N- 
methyl-2 - f urancarboxamide ; 

5 N- [ (2 • - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulf onyl] - 

4- (2-oxazolyl) [1,1' -biphenyl] -2-yl] methyl] -N-methyl-4- 
pyr idinecearboxamide ; 

N- [ [2 ' - [ ( (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl J - 
10 4- (2-oxazolyl ) [ 1 , 1 ' -biphenyl ] -2-yl]methyl] -N-methyl-3- 
pyr idinecarboxamide ; 

N-[ [2'-[ [ (3, 4-Dimethyl-5-isoxazolyl) amino] sulfonyll - 
4- (2-oxazolyl) [1,1* -biphenyl] -2-yl]methyl] -N-methyl-2- 
1 S pyr idinecarboxamide ; 

N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl ) amino] sulfonyl) - 
4- (2-oxazolyl) [1,1* -biphenyl] -2-yl] methyl] -N-methyl-1, 2, 3- 
thiadiazole- 4 -carboxamide ; 

20 

N- [ (2 ' - [ [ (3,4-Dimethyl-5-isoxazolyl)amino] sulfonyl] - 
4- (2-oxazolyl) [1,1* -biphenyl] -2-yllmethyl] -N, 1, 5-trimethyl- 
lH-pyrazole-3 -carboxamide ; 

25 N- [ [2 • - [ [ (3, 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] - 

4- (2-oxazolyl) [1,1' -biphenyl] -2 -yl] methyl ] -N, 3 , 5-trimethyl- 
4 - i soxazolecarboxamide ; 

N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] - 
30 4- (2-oxazolyl) [1,1' -biphenyl] -2-yl]methyl] -N- 

methylbicyclo [4.2.0] octa- 1,3,5- triene-7 -carboxamide ; 

N_ [ [ 2 • - [ [ ( 3 , 4 -Dimethyl - 5 - i soxazolyl ) amino ) sul f onyl ] - 
4 - ( 2 - oxazoly 1 ) [ 1 , 1 ' -biphenyl ] - 2 -yl ] methyl ] - 3 -me thoxy-N- 
35 methylbenzamide; 
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10 



30 



N-[ [2'-[ [ (3, 4-Dimethyl-5-isoxazolyl)and.no]sulfonylJ 
4- (2-oxazolyl) [1, 1 • -biphenylj -2-yl]methyl J-2, 5-dif luoro-N- 
methylbenzamide ; 

N- [ [2 ' - [ [ (3 , 4-Diinethyl-5-isoxa2olyl) amino] sulfonyl] • 
4- (2-oxazolyl) [1,1' -biphenyl] -2 -yll methyl] -3, 5-dif luoro-N- 
methylbenzamide ; 

N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxa2olyl) amino] sulfonyl] - 
4- (2-oxa2olyl) [1,1* -biphenyl] -2 -yl] methyl ] -N-methyl-l- 
phenylcyclo-propanecarboxamide ; 



3- (Dimethylamino) -N- [ [2 • - [ [ (3 , 4-dimethyl-5- 
isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) f 1, 1 • -biphenyl) -2- 
15 yl J methyl ] -N-methylbenzamide ; 

N- [ 1 2 • - I [ { 3 , 4 -Dimethyl - 5 - isoxazo lyl ) amino ] sul f onyl ] • 
4- (2-oxazolyl) [1, 1 * -biphenyl] - 2 -yl] methyl ] -N, 2 , 2-trimethyl- 
3 - ( 2 -methyl - 1 -propeny 1 ) cyclopropanecarboxamide ; 

20 

N- [ [2 ' - [ ( (3 , 4-Dimethyl-5-isoxazolyl ) amino] sulfonyl] - 
4- (2-oxazolyl) [1,1* -biphenylJ-2-yl]methyl] -N-methyl-2- 
pyr idineacetamide , tri f luoroacetate (1:1); 

25 N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] - 

4- (2-oxazolyl) [1,1' -biphenyl] -2-yl] methyl ] -N-methyl-4- 
pyr idineacetamide , tri f luoroacetate (1:1); 



N- [ [2 • - 1 1 (3 , 4-Dimethyl-5-isoxa2olyl) amino] sulfonyl] 
4- (2-oxazolyl) [1,1' -biphenyl] -2-yl]methyl] -N-methyl-3- 
pyridineacetamide, trif luoroacetate (1:1); 



N- 1 [2 • - 1 [ (3 , 4-Dimethyl-5-isoxazolyl) amino) sulfonyl] - 
4- (2-oxazolyl) [1/ 1 ' -biphenyl] -2 -yl] methyl] -N, 1 -dimethyl -IH- 
35 indole-2 -carboxamide ; 
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N« [ [2 • - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] - 
4- (2-oxazolyl) [1,1' -biphenyl] -2 -yl] methyl] -2,3, 6-trif luoro- 
N-methylbenzamide ; 

5 N- [ [2 • - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] - 

4- (2-oxazolyl) [1 , 1 ' -biphenyl] -2-yl]methyl] -1,2, 3 , 4- 
tetrahydro-N-methyl-2-naphthalenecarboxainide; 

N- [ (2 ' - [ ( (3 , 4-Diinethyl-5-isoxazolyl) amino] sulfonyl! - 
10 4- (2-oxazolyl) tl,l'-biphenyl3-2-yl]methyl]-N,2,4,6- 
tetrame thylbenzeneacetamide ; 

N- [ [2 • - [ t (3 , 4-Diinethyl-5-isoxa2olyl) amino] sulfonyl] - 
4- {2-oxazolyl) [1,1' -biphenyl] -2 -yl] methyl] -N-methyl-1, 3- 
15 benzodioxole-5-acetamide; 

N- 1 [2 • - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulf onyl] - 
4- (2-oxa2olyl) [1,1' -biphenyl] -2-yl]methyl] -N-methyl-4- (1- 
me thyletho3Qr) benzamide ; 

20 

N- [ [2 • - 1 [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulf onyl] - 
4- {2-oxazolyl) [1,1' -biphenyl] -2-yl] methyl] -2 , 3-diinethoxy-N- 
methylbenzamide ; 

25 1- ( 1 , 1-Dimethyl) -N- [ [2 ' - [ [ ( 3 , 4-dimethyl-5- 

isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [1,1' -biphenyl] -2- 
yl]methyl] -N, 3-dimethyl-lH-pyrazole-5-carboxamide; 

N- t [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] - 
30 4- (2-oxazolyl) (1,1' -biphenyl] -2-yl]methyl] -N-methyl-3- 
( trif luoromethyl ) benzamide ; 

N- 1 [2 ' - 1 [ (3 » 4-Dimethyl-5-isoxazolyl) amino] sulf onyl] - 
4- (2-oxazolyl ) [ 1 , 1 ' -biphenyl 1 -2 -yl ] methyl ] -4-f luoro-N- 
35 methyl-l-naphthalenecarboxamide; 
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3 , 5-Dichloro-N- [ [2 • - [ [ (3 , 4 -dimethyl- 5- 
isoxazolyl)amino]sulfonyl]-4- (2-oxazolyl) [1, 1 ' -biphenyl] -2 
yl } methyl ] -N-methylbenzamide ; 

5 3 , 4-Dichloro-N- [ [2 ' - [ [ (3 , 4-dimethyl-5- 

isoxazolyl)amino]sulfonyl]-4" {2-oxa20lyl) [1, 1 ' ^biphenyl] -2 
yl ] methyl ] -N-methylbenzamide ; 

N- [ [2 • - [ [ (3, 4 -Dimethyl -5 -isoxazolyl) amino Isulfonyl] 
10 4- (2-oxazolyl) [1,1 • -biphenyl] -2 -yl] methyl] -1- (4- 
me thoxyphenyl ) -N-methylcyclopropane-carboxamide ; 

N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxa2olyl) amino] sulf onyl] 
4 - ( 2-oxazolyl ) 1 1 , 1 ' -biphenyl ] -2 -yl ] methyl ] -2 , 3 , 5 , 6- 
15 te traf luoro-N-methylbenzamide ; 

N- t [2 • - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulf onyl] 
4- (2-oxazolyl) [1,1' -biphenyl] -2 -yl] methyl] -N-methyl-4- 
( trif luoromethyl ) benzene-acetamide ; 

20 

2 , 6-Dichloro-N- [ [2 ' - [ [ (3 , 4-dimethyl-5- 
isoxa2olyl) amino] sulf onyl] -4- (2-oxazolyl) [1,1* -biphenyl] -2 
yl ] methyl ] -N-methyllDenzeneacetamide ; 

25 N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] 

4- (2-oxa2olyl) [1, 1 • -biphenyl] -2-yl]methyl] -3-f luoro-N- 
methyl-5- (trif luoromethyl) benzamide ; 

N- [ [2 • - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] 
30 4- (2-oxazolyl) [1,1 ' -biphenyl] -2-yl]methyl] -4-f luoro-N- 
methyl-2- ( trif luoromethyl ) benzamide ; 

N-[ [2'-[ [ (3. 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] 
4- {2-oxazolyl) [1,1' -biphenyl] -2-yl] methyl] -N-methyl-a- 

35 phenylbenzeneacetamide ; 
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2- (2-Chlorophenoxy) -N- [ [2 • - t [ (3 , 4 -dimethyl- 5- 
isoxazolyl) amino) sulfonyl] -4- (2-oxazolyl) [1,1* -biphenyl] - 2- 
yl ] methyl ] -N , 2 -dime thy Ipropanamide ; 

5 2-Chloro-N- [ (2 ' - 1 1 (3 , 4-dimethyl-5- 

isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [1,1' -biphenyl] -2- 
yl ] methyl ] -3 , 4 -dimethoxy-N-methylbenzamide ; 

2- (2 , 4-Dichlorophenoxy) -N- [ (2 ' - [ t (3 , 4-dimethyl-5- 
10 isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [1,1' -biphenyl] -2- 
yl ) methyl ] -N-methylacetamide ; 

2-Chloro-N- [ [2 ' - [ [ (3 , 4-dimethyl-5- 
isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [1,1' -biphenyl] -2- 
15 yl ) methyl ] -N-methyl-5- ( trif luoromethyl ) benzamide ; 

N- (3 , 4-Dimethyl-5-isoxazolyl) -2 • - [hydroaqr ( 5 -phenyl - 
2-oxazolyl) methyl] -4 ' - (2-oxazolyl) [1,1' -biphenyl] -2- 
sulfonamide; 

20 

N- (3 , 4-Dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) -2 • - 
[ (5-phenyl-2-oxazolyl) methyl] [1,1' -biphenyl] -2 -sulfonamide; 

2 ' - [ [ (2, 2-Difluoro-2-phenylethyl) amino] methyl ] -N- 
25 (3 , 4-dimethyl-5-isoxazolyl) -4 • - (2-oxazolyl) [1,1' -biphenyl] - 
2 -sulfonamide, monohydrochloride; 

N- (3 , 4-Dimethyl-5-isoxa2olyl) -2 ' - (IH-imidazol-l- 
ylmethyl) -4 ' - (2-oxazolyl) [1,1' -biphenyl] -2 -sulfonamide, 
30 monohydrochloride; 

N- (3 , 4-Dimethyl-5-isoxa2olyl) -4 ' - (2-oxazolyl) -2 ' - 
[ (4 -phenyl- 1-piperazinyl) methyl] [1,1' -biphenyl] -2- 
sulfonamide; 

35 
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2 • - [ (2, 3«Dihydro-lH-indol-l-yl)methyll ~N- (3 , 4- 
dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) [1,1* -biphenyl] -2- 
sul f onamide , monohydr ochlor ide ; 

5 N- (3 , 4 -Dimethyl- 5- isoxazolyl) -4 ' - (2-oxazolyl) -2 • - 

[ (2-phenyl-lH-iinidazol-l-yl) methyl] [1,1' -biphenyl] -2- 
sulfonamide , monohydrochlor ide ; 

2 • - t {1,3-Dihydro-l, 3-dioxo-2H-isoindol-2-yl)methyl] - 
10 N- (3, 4-dimethyl-5-isoxazolyl) -4 • - (2-oxazolyl) [1,1*- 
bipheny 1 ] - 2 - sul f onamide ; 

N- (3, 4-Dimethyl-5-isoxazolyl) -4 • - (2-oxazolyl) - 
2 • [(1,2,3, 4- tetrahydro-l-quinolinyl ) methyl ] [1,1' -biphenyl ] - 
IS 2 -sulfonamide; 

N- (3 , 4-Dimethyl-5-isoxa2olyl) -2 ' - [ [ (1- 
methylethyl) (2,2, 2-trifluoroethyl) amino J methyl] -4 • - (2- 
oxazolyl) [1,1' -biphenyl] -2 -sulfonamide ; 

20 

N- (3 , 4-Dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) -2 ' - [ [ [1- 
( trif luoromethyl ) ethyl ] amino] methyl ] - [ 1 , 1 ' -biphenyl] -2- 
sul £on€unide ; 

25 N- (3 , 4 -Dimethyl- 5- isoxazolyl) -4 • - (2-oxazolyl) -2 ' - [ (3- 

phenyl-lH-pyrazol-l-yl)methyll [1,1' -biphenyl] -2- 
sulf onamide ; 

N- (3 , 4-Dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) -2 • - (IH- 
30 pyrazol - 1 -ylmethy 1 ) [1,1' -biphenyl ] -2 - sul f onamide ; 

2 • - [ (1, 3-Dihydro-l-oxo-2H-isoindol-2-yl)methyl) -N- 
(3 , 4-dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) [1,1' -biphenyl] - 
2 - sul f onamide ; 

35 
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N- (3 , 4-Dimethyl-5-isoxazolyl) -2 ' - ( I (3 , 4-diniethyl-5- 
isoxazolyDaininoJmethyl] -4 • - [2-oxa2olyl) [1, 1 ' -biphenyl] -2- 
sulfonaiaide; 

N- (3 , 4-Dimethyl-5-isoxazolyl ) -4 ' - (2-oxa2olyl ) -2 ' - (2H- 
1,2,3- triazol-2-ylmethyl ) [ 1 . 1 ' -biphenyl ] -2-sulf onamide ; 

N- (3 , 4-Dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) -2 • - (IH- 
1, 2, 3-tria2ol-l-ylinethyl) 11,1' -biphenyl] -2-sulf onamide ; 

N- (3 , 4-Dimethyl-5-isoxazolyl) -2 • -{ (3 , 3-diinethyl-2-oxo 

1- piperidinyl) methyl] -4 • - (2-oxazolyl) 11,1' -biphenyll-2- 
sul fonamide ; 

N- [ [2 • - I [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] -4 
(2-oxazolyl) (1, 1 ' -biphenyl] -2 -yl] methyl] -N-methyl-2- 
phenoxyacetamide ; and 

N- (3 , 4-Dimethyl-5-isoxazolyl) -2 ' - ( (4 , 4-dimethyl-3-oxo 

2- isoxazolidinyl)methyl] -4 ' - (2-oxazolyl) [1,1' -biphenyl] -2- 
sul fonamide. 

13. A corapoiind of claim 1, selected from the group 
consisting of: 

N- (3,4-Dimethyl-5-isoxazolyl)-2'- I [2- (1- 
methylethyl) -IH-imidazol-l-yllmethyl] -4 ' - {2-oxazolyl) tl, 1 ' 
biphenyl] -2-sulfonamide; 

N- (3 , 4-Dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) -2 ' - [ (5- 
phenyl-2H-tetrazol-2-yl) methyl] [1, 1' -biphenyl) -2- 
sul fonamide; 

N- (3, 4-Dimethyl-5-isoxazolyl) -2 ' - [ (5-methyl-lH- 
tetrazol-l-yl ) methyl ] -4 ' - (2-oxazolyl) [1,1' -biphenyl ] -2 - 
sulfonamide; 
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N- (3 , 4-Diinethyl-5-isoxazolyl) -2 ' - [ (5-methyl-2H- 
tetrazol- 2 -yl) methyl] -4 ' - (2-oxa2olyl) [1,1' -biphenyl J -2- 
sulfonamide; 

5 N- (3 , 4 -Dimethyl- 5- isoxazolyl) -4 ' - {2-oxazolyl) -2 ' - 

[ (5-phenyl~2H-l,2,4-triazol-2-yl)methyl] [1, 1 ' -biphenyl] -2■ 
sulf onamide; 

N- (3 , 4-Dimethyl-5-isoxazolyl) -4' - (2-oxazolyl) -2 ' - 
10 [ [3- (trif luoromethyl) -lH-pyrazol-l-yl]methyl] [1,1'- 
biphenyl] -2-sulf onamide; 
N- {3 , 4-Dimethyl-5-isoxazolyl) -2' ~[ [3 - ( 3 -me thy 1-2 - 
pyrazinyl) -IH-pyrazol-l-yl] methyl] -4' - (2-oxazolyl) [1,1'- 
1 5 bipheny 1 ] - 2 - sul f onamide ; 

N- (3 , 4-Dimethyl-5-isoxazolyl) -2 ' - [ [3- (2-methyl-5" 
pyridinyl) -lH-pyrazol-1 -yl] methyl] -4'- {2-oxazolyl) [1,1'- 
bipheny 1 ] - 2 - sul fonamide ; 

20 

2 • - ( IH-Benzotriazol-l-ylmethyl) -N- (3 , 4-dimethyl-5- 
Isoxazolyl) -4 • - (2-oxazolyl) [1,1' -biphenyl] -2 -sulfonamide ; 

N- (3 , 4-Dimethyl-5-isoxa2olyl) -4 ' - (2-oxa2olyl) -2 ' - 
25 [(1,2,3- triazolo [ 4 , 5-bl pyr idinyl ) methyl ] [ 1 , 1 ' -biphenyl ] -2 - 
sulfonamide, Isomers A and B; 

2 • - [ ( 3 , 4-Dihydro-2H-pyrido [3 , 2-b] -1 , 4-oxazin-4- 
yl) methyl ] -N- (3 , 4-dimethyl-5-isoxazolyl) -4 • - (2- 
30 oxazolyl) [1,1* -biphenyl] -2-sulf onamide; 

N- (3 , 4-Dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) -2 • - 
[ ( imidazolo [ 4 , 5b] -pyr idinyl ) methyl ] - [ 1 , 1 * -biphenyl ] -2 - 
sulfonamide. Isomers A and B; 

35 
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2'- [ (3.3-Difluoro-2,3-dihydro-2-oxo-lH-indol-l- 
yl ) methyl ) -N- (3 , 4-diinethyl-5-isoxazolyl) -4 ' - (2- 
oxazolyl ) [1 , 1 ' -biphenyl] -2 -sulfonamide ; 

5 N- (3 , 4-Dimethyl-5-isoxa2olyl) -2 ' - [ (4- 

pyrimidinylainino) methyl] -4 ' - (2-oxa2olyl) [1,1* -biphenyl] -2- 
sul£onamide; 

N- (3 , 4-Dimethyl-5-isoxa2olyl) -2 • - (4- 
10 morpholinylmethyl) -4 ' - (2-oxa2olyl) [1,1' -biphenyl] -2- 
sulfonamide; 

N- (3, 4-Dimethyl-5-isoxa2olyl) -2 ' - [ (4-methyl-l- 
piperazinyl) methyl] -4 • - (2-oxa2olyl) [1,1* -biphenyl] -2- 
15 sulfonamide; 

l-Acetyl-4- [ [2 ' - ( [ (3 , 4-dimethyl-5- 
isoxazolyl ) amino ] sulf onyl ] -4 - (2 -oxazolyl ) (1 , 1 ' -biphenyl ] -2 - 
yl ] methyl ] piperazine ; 

20 

N- (3 , 4-Dimethyl-5-isoxa2olyl) -4 ' - (2-oxa2olyl) -2 ' - [ [4- 
(2,2, 2- trif luoroethyl) -l-pipera2inyl] methyl] [1, 1 ■ - 
biphenyl] -2-sulfonamide dihydrochloride; 

25 N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulf onyl] -4- 

(2-oxazolyl) {1,1- -biphenyl] -2-yl]methyl] -N-methyl-lH- 
indole-2 -carboxamide ; 

N-[ t2'-[ t (3,4-Dimethyl-5-isoxa2olyl)amino]sulfonyl]-4- 
30 (2 -oxazolyl ) [ 1 , 1 ' -biphenyl ] -2-yl ] methyl ] -2 , 3 -dihydro-N- 
me thyl - IH- indene - 2 -carboxamide ; 

N- (3 , 4-Dimethyl-5-isoxa2olyl) -4 ' - (2-oxazolyl ) -2 ' - 

C (l/2,3,4-tetrahydro-l-oxo-2-isoquinolinyl)methyl] [1,1'- 
35 biphenyl ] -2 -sulfonamide ; 
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2 ' - (IH-Benzimidazol-l-ylmethyl) -N- (3 , 4-diinethyl-5- 
isoxazolyl) -4 ' - (2-oxazolyl) [1,1' -biphenyl] -2 -sulfonamide ; 

2 ' - [ (2, 3-Dihydro-2-oxo-3-benzoxazolyl)methyl] (3 , 4- 
5 dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) [1,1' -biphenyl] -2- 
sul fonamide ; 

2 ' [ ( 2 , 3 - Dihydro-2 - oxo- IH- indol - 1 -yl ) methyl ] -N- (3,4- 
dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) [1, 1 ' -biphenyl] -2-- 
10 sulfonamide; 

N- (3 , 4-dimethyl-5-isoxazolyl) -2' -[ (4, 4 -dimethyl -2 -oxo- 
1 -pyrrol idinyl ) methyl] -4 ' - (2-oxazolyl) [1,1' -biphenyl] -2- 
sul fonamide ; 

15 

N- [ 12' - [ [ (3,4-Dimethyl-5-isoxazolyl)aminolsulfonyl]-4- 
(2-oxazolyl) [1, 1' -biphenyl] -2-yl3methyl] -N, 1, 3-trimethyl- 
iH-pyr azole- 5 - carboxamide ; 

20 N- [ [2 ' - t [ (3 , 4-Dimethyl-5-isoxazolyl) amino! sulf onyl] -4- 

(2-oxazolyl) [1, 1' -biphenyl] -2-yl]methyl] -N, 2- 
dimethylbenzeneacetamide ; 

N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulf onyl] -4- 
25 (2-oxazolyl) [1, 1 ' -biphenyl] -2-yl]methyl] -1-ethyl-N, 3- 
dimethyl-lH-pyrazole-5-carboxamide ; 

N-[ [2'-[ [ (3,4-Dimethyl-5-isoxazolyl)amino]sulfonyl]-4- 
(2 -oxazolyl ) [ 1 , 1 ' -biphenyl ] -2-yl ] methyl] -N, 1 , 3 , 5- 
30 tetramethyl- lH-pyrazole-4 -carboxamide ; 

N- ( [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl) -4- 
(2-oxazolyl) [1, 1' -biphenyl] -2-yl)methyl] -2, 6-dif luoro-N- 
methyll>enzaiiiide ; 

35 
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N- [ (2 ' - [ I (3 , 4-Dimethyl-5-isoxazolyl) amino] sulf onyl] -4- 
(2-oxa2olyl) [1, 1' -biphenyl] -2-yl]inethyl] -2-inethoxy-N- 
zne thylbenzeneacetaxnide ; 

5 N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulf onyl] -4- 

<2-oxazolyl) [1,1' -biphenyl] -2-yl]methyl] -3-methoxy-N- 
me thylbenzeneacetamide ; 

N- [ (2 ' - 1 1 (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] -4- 
10 (2-oxa2olyl) [1,1' -biphenyl] -2-yl]methyl] -4-methoxy-N- 
me thylbenzeneacetamide ; 

4-Chloro-N- [ [2 ' - ( ( (3 , 4-dimethyl-5- 
isoxazolyl)amino]sulfonyl]-4-(2-oxazolyl) [1, 1' -biphenyl] -2- 
15 yl ] me thy l]-N-me thy Ibenzeneacet amide ; 

2-Chloro-N- [ [2 ' - [ [ (3 , 4-dimethyl-5- 
isoxazolyl) amino] sulfonyl] -4- {2-oxazolyl) [1,1' -biphenyl] -2- 
yl ] methyl ] -N-methylbenzeneacetamide ; 

20 

N- [ [2'-[ [ (3, 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] -4- 
{ 2 -oxazolyl ) [1,1' -biphenyl ] -2 -yl ] methyl ] - 2 , 6 -di f luoro-N- 
me thyllaenzeneacetamide ; 

25 N-[ [2'-[ [ (3, 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] -4- 

. (2-oxazolyl) [1, 1' -biphenyl] -2 -yl] methyl] -3 , 5-dif luoro-N- 
me thylbenzeneacetamide ; 

N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] -4- 
30 (2-oxazolyl) [ 1 , 1 ' -biphenyl ] -2-yl]methyll -2 , 5-dif luoro-N- 
me thylbenzeneacetamide ; 

N-[ [2'- [ [ (3,4-Dimethyl-5-isoxazolyl)amino]sulfonyl]-4- 
(2-oxazolyl) [1, 1' -biphenyl] -2 -yl] methyl] -2 , 4-dif luoro-N- 
35 me thylbenzeneacetamide ; 
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N-I [2'-[ [ (3,4-Diinethyl-5-isoxazolyl)ainino]sulfonyl]-4- 
(2-oxazolyl) [1, 1 ' -biphenyl] -2-yllmethyl] -N-methyl-4- 
quinol inecarboxaiaide ; 

5 N~[ [2'-[ [ (3,4-Dimethyl-5-isoxazolyl)aitiino]sulfonyl]-4- 

(2-oxa2olyl) [1,1' -biphenyl] - 2 -yl] methyl] -N-methyl-6- 
benzothiazolecarbdxamide ; 

3 - (1, 1-Dimethylethyl) -N- [ [2 ' - [ [ (3 , 4 -dimethyl- 5- 
10 isoxazolyl) amino] sulfonyl] -4- {2-oxazolyl) [1, 1 ' -biphenyl] -2 
yl]methyl] -N, l-dimethyl-lH-pyrazole-5-carboxamide; 

4-Chloro-N- [ [2 ' - [ [ (3 , 4-dimethyl-5- 
isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [1, l'-biphenyl]-2 
15 yl ] methyl ] -2 -methoxy-N-methylbenzamide ; 

3~ (1, 1-Dimethylethyl) -N- [ [2 ' - [ [ (3 , 4-dimethyl-5- 
isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [1, l'-biphenyl]-2 
yljmethyl] -N-methyl-l-phenyl-lH-1, 2, 3-triazole-5- 
20 carboxamide ; 

2, 3-Dihydro-N- [ [2 ' - [ [ (3 , 4-dimethyl-5- 
isoxazolyl) amino] sulfonyl] -4- {2-oxazolyl) [ 1 , 1 ' -biphenyl ] -2 
yljmethyl] -N, 4-dimethyl-2-thioxo-3-thiazoleacetamide; 

25 

N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] -4- 
( 2-oxazolyl) [1,1' -biphenyl] -2 -yljmethyl] -N, 3 -dimethyl- 5- 
( trif luoromethyl) -4-isoxazolecarl3oxamide; 

30 3- (1, 1-Dimethylethyl) -N- [ [2 ' - [ [ (3 , 4-dimethyl-5- 

isoxazolyl) amino] sulfonyl ] -4- {2-oxazolyl ) [1,1' -biphenyl ] -2 
yl ] methyl J - 1 -ethyl -N-methyl- IH-pyrazole- 5 -carboxamide ; 

N-[ [2'-[ [ (3, 4-Dimethyl-5-isoxazolyl ) amino] sulfonyl] -4- 
35 ( 2 -oxazolyl ) [ 1 , 1 ' -biphenyl ] -2 -yl ] methyl ] -N-methyl-5 - ( 1- 
pyrrolidinyl ) -2H- tetrazole-2 -acetamide ; 



-301 - 



N- [ [2 ' - [ [ (3, 4-DiInethyl-5-isoxa201yl)alnino]sulfonylJ-4- 
(2-oxazolyl) tl, 1' -biphenyl] -2-yl] methyl ] -N-methyl-3- 
{ trif luoromethyl ) benzeneacetamide; 

5 N- [ 1 2 ' - [ [ ( 3 , 4-Dimethyl-5-isoxazolyl ) amino] sul£onyl ] -4- 
{2-oxazolyl) 11,1' -biphenyl] -2 -yl] methyl ] -N-methyl-2- 
( trif luoromethyl ) benzeneacetamide ; 

N- [ [2 ' - ( [ (3 , 4-Dimethyl-5-isoxa20lyl) amino] sulfonyl] -4- 
10 (2-03cazolyl) [1, 1' -biphenyl] -2-yl]methyl] -N, 1-dimethyl-lH- 
benz imidazole - 2 -propemamide ; 

N- [ [2 ' - [ t (3 , 4-Dimethyl-5-isoxazolyl) amino) sulfonyl] -4- 
(2-oxazolyl) [1, 1' -biphenyl] -2-yl]methyl] -N,2-dimethyl-4- 
1 5 ( tri f luoromethyl ) -3 - jyridinecarboxamide ; 

N- ( [2 ' - [ { (3 , 4-Dimethyl-5-isoxazolyl) amino) sulfonyl] -4- 
(2-oxazolyl) [1,1' -biphenyl] -2-yl]methyl] -N-methyl-5- (2- 
pyridinyl) -2-thiophenecarboxamide; 

20 

N- [ [2'-[ [ (3, 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] -4- 
(2-oxazolyl) [1, 1' -biphenyl] -2-yl]methyl] -N-methyl- 4 -phenyl 
1,2, 3- thiadiazole-5-carboxamide; 

25 N- [ [2 ' - 1 [ (3 , 4-Dimethyl-5-isoxazolyl) amino) sulfonyl] -4- 

(2-oxazolyl) [1,1' -biphenyl] -2-yl]methyl] -N-methyl- 4- (1, 2 , 3 
thiadiazol -4-yl ) benzamide ; 

N- 1 [2 ' - [ [ (3 , 4 -Dimethyl- 5 -isoxazolyl) amino) sulfonyl] -4- 
30 (2-oxazolyl) [1,1' -biphenyl] -2-yl]methyl] -N-methyl-2-oxo- 
3 (2H) -benzoxazolepropanamide; 

N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxa2olyl) amino] sulfonyl] -4- 
(2-oxazolyl) [1,1' -biphenyl] -2-yl) methyl] -N, 5-dimethyl-2- 
35 phenyl-4-oxazoleacetamide; 
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N- [ [2'--( [ (3,4-Diinethyl-5"isoxazolyl)amino]sulfonyl]-4- 
(2-oxa2olyl) [1,1' -biphenyl] -2 -yl] methyl] -N-methyl-1, 4- 
di thiaspiro [ 4 . 5 ] decane-S-carboxamide ; 

5 4-Chloro-N- [ [2 ' - [ t (3 , 4-diinethyl-5- 

isoxa2olyl)ainino]sulfonyl]-4- (2-oxazolyl) [1, 1 ' -biphenyl] -2 
yl ] methyl ) -N, 1, B-trimethyl-lH-pyrazolo [3 , 4-b] pyridine- 5- 
carboxamide ; 

10 N- [ [2 ' - ( [ (3 , 4-Dimethyl-5~isoxazolyl) amino] sulf onyl] -4- 

(2-oxa2olyl) [1,1' -biphenyl] -2-yllmethyl] -N-methyl-l-phenyl 
5-propyl-lH-pyra2ole-4-acetamide; 

N- [ [2 ' - [ [ (3, 4-Dimethyl-5-isoxa2olyl)amino] sulfonyl] -4- 
15 (2-oxa2olyl) [l,l'-biphenyl]-2-yl]methyl]-N-methyl-3-[ (4- 
methylphenoxy ) methyl ] benzamide ; 

N-[ [2' - [ [ (3, 4-Dimethyl-5-isoxazolyl)amino] sulfonyl] -4- 
(2-oxazolyl) [1,1' -biphenyl] -2 -yl] methyl ] -N-methyl- 5- [3- 
20 (trifluoromethyl) phenyl] -2H-tetra2ole-2-acetamide; 

N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxa2olyl) amino] sulfonyl] -4- 
(2-oxazolyl) [1,1' -biphenyl] -2-yl]methyl] -N-methyl-5- [1- 
methyl-3- (trifluoromethyl) -IH-pyrazol-S-yl] -2- 
25 thiophenecarboxamide; 

N- [ [2' - [ ( (3, 4 -Dimethyl-5-isoxa2olyl)cUtiino] sulfonyl] -4- 
(2-oxazolyl) (1,1 ' -biphenyl] -2 -yl] methyl] -N, 4-dimethyl-5- [3- 
(trifluoromethyl) phenyl] -5-thiazoleacetamide; 

30 

1- (4-Chlorophenyl) -N- [ [2 ' - [ [ (3 , 4 -dimethyl- 5- 
isoxazolyl) amino] sulfonyl ] -4- (2-oxazolyl) [1, 1 ' -biphenyl] -2- 
yl]methyl] -N-methyl-5- (trifluoromethyl) -lH-pyra2ole-4- 
carboxamide; 

35 
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N- [ [2 ' - [ [ (3 , 4-Diinethyl-5-isoxa2olyl) aminoj sulf onyl] -4- 
( 2-oxazolyl ) [ 1 , 1 ' -biphenyl ] -2-yl ] methyl) -N, 6 -dimethyl -2- 
pyr idinecarboxamide ; 

5 N- [ [2 ' - t [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulf onyl ) -4- 

(2-oxazolyl) [ 1, 1' -biphenyl] -2 -yl]m thyl)-N-methyl-2- 
thiopheneacetamide ; 

N-[ [2'-[ ( (3,4-Dimethyl-5-isoxazolyl)aminolsulfonyll-4- 
10 (2-oxazolyl) [1, 1' -biphenyl] -2-yl] methyl ] -N-methyl-2- 
(phenylmethoxy) benzeneacetamide; 

3- (2-Chloro-6-f luorophenyl) -N- [ [2 ' - [ [ (3 , 4-dimethyl-5- 
isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [1, 1' -biphenyl] -2- 
15 yl ] methyl ] -N, 5-dimethyl-4-isoxazolecarboxamide ; 

N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino) sulf onyl] -4- 
(2-oxazolyl) [1, 1' -biphenyl] -2-yl]methyl] -N, 1 -dimethyl- IH- 
pyrazole- 4 -cart)oxamide ; 

20 

N- t [2 ' ^ [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] -4- 
(2-oxazolyl) [1, 1' -biphenyl] -2-yl]methyl] -N, 5 -dimethyl -IH- 
pyrazole-3 -carboxamide ; 

25 N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino) sulf onyl] -4- 

(2-oxazolyl) [1,1' -biphenyl] -2-yl] methyl] -N-methyl-2- 
thiophenecarboxamide ; 

jj- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] -4- 
30 ( 2 -oxazolyl ) [ 1 , 1 ' -biphenyl ] -2 -yl ] methyl ] -N-methyl-3 - 
thiophenecarboxamide ; 

6-Chloro-N- t [2 ' - [ 1(3 , 4-Dimethyl-5- 
isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [1,1' -biphenyl] -2- 
35 yl ] methyl ] -N-me thyl - 3 -pyridinecarboxamide ; 
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N- [ [2 ' - [ I (3 , 4-Dimethyl-5~isoxazolyl) amino) sulf onyl] -4- 
( 2 -oxazolyl ) [1,1' -biphenyl ] -2 -yl ] methyl ] -N-methyl- IH- 
indole-5-carboxamide ; 

5 2-Chloro-N- [ [2 ' - t [ (3 , 4-dimethyl-5- 

isoxazolyl) amino) sulf onyl) -4- (2 -oxazolyl) [1, 1 '-biphenyl) -2- 
yl ] methyl ] -N^ 6-'dimethyl-4-pyridinecarboxamide; 

N- [ [2 ' - ( [ (3 , 4-Dimethyl-5-isoxazolyl) amino) sulf onyl) -4- 
10 (2-oxazolyl) [1. 1 ' -biphenyl) -2-yl)methyl] -N-methyl-4- 
cinnolinecarboxamide ; 

N- { [2 ' - [ t (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] -4- 
( 2 -oxazolyl ) [1,1' -biphenyl ] -2 -yl ] methyl ) -N-methyl - IH- 
15 indole-l-acetamide; 

N- I [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino} sulfonyl] -4- 
(2-oxazolyl) [1,1' -biphenyl J -2-ylJmethyl) -N-methyl-lH- 
indole-3 -acetamide ; 

20 

2,3-Dihydro-N-[ [2'-[ [ (3 , 4 -dime thy 1-5- 
isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [ 1 , 1 ' -biphenyl ] -2- 
yl ] methyl ] -N-methyl -IH- indene-2 -acetamide ; 

25 N-[ [2'-[ t (3, 4-Dimethyl-5-isoxazolyl) amino] sulfonyl) -4- 

(2-oxazolyl ) [1,1' -biphenyl] -2 -yl] methyl) -5-f luoro-N-methyl- 
IH- indole- 2 -carboxamide ; 

N-[ C2'-[ [ (3, 4-Dimethyl-5-isoxazolyl) amino) sulfonyl] -4- 
30 (2-oxazolyl) [1,1' -biphenyl] -2-yl] methyl] -3 , 5-dimethoxy-N- 
methylbenzamide ; 

5-cailoro-N- [ [2 ' - [ [ (3 , 4-dimethyl-5- 
isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [1,1' -biphenyl] -2- 
35 yDmethyl] -2-methoxy-N-methylbenzamide; 
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2 , 6-Dichloro-N- [ [2 ' - [ [ (3 , 4-dimethyl-5- 
i soxazolyl) amino Jsulfonyl] -4- (2-oxazolyl) [1, 1' -biphenyl] -2- 
yl ] methyl ] -N-methyl- 3 -pyridinecarboxamide ; 

5 3- (Acetylamino) -N- [ [2 ' - [ [ (3 , 4-dimethyl-5- 

isoxazolyl)amino]sulfonyl]-4- (2-oxazolyl) [1, l'-biphenyl]-2- 
y 1 ] methyl ] -N , 4 -dime thy Ibenzamide ; 

N- [ [2 [ (3, 4-Dimethyl-5-isoxazolyl)aminolsulfonyl]-4- 
10 (2-oxazolyl) [1,1' -biphenyl] -2 -yl] methyl ] -N, 5-dimethyl-l- 
phenyl-lH-pyrazole-4-carboxamide; 

N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] -4- 
(2-oxazolyl) (1/ 1 ' -biphenyl] -2 -yl] methyl] -4-methoxy-N- 
15 methyl-2-quinolinecarboxamide ; 

N- [ [2 ' - t [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] -4- 
(2-oxazolyl) [1, 1 ' -biphenyl] -2-yl]methyl] -N, 5-dimethyl-2- 
phenyl-2H-l, 2, 3-triazole-4-carboxamide; 
20 

N- [ (2 ' - [ [ (3 , 4 -Dimethyl- 5 -isoxazolyl) amino] sulfonyl] -4- 
( 2-oxazolyl) [1,1' -biphenyl] -2 -yl] methyl ] -N-methyl-2- 
phenoxy- 3 -pyridinecarboxamide ; 

25 N- [ [2 ' - [ [ (3, 4-Dimethyl-5-isoxazolyl)amino]sulfonyl] -4- 

(2-oxazolyl) [1, 1 ' -biphenyl J -2 -yl] methyl ] -N' ,N' -diethyl -N- 
me thyl -1,2 -benzenedicarboxamide ; 

N- [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] -4- 
30 (2-oxazolyl) [1,1' -biphenyl] -2 -yl] methyl] -N-methyl-9H- 
f luorene- 9 -propanamide ; 

2 ' - 1 [ [1- (1, l-Dimethyletlryl) -3-methyl-lH-pyrazol-5- 
yl] amino] methyl] -N- (3 , 4-dimethyl-5-isoxazolyl) -4' - (2- 
35 oxazo ly 1 ) [1,1' -biphenyl ] - 2 - sul fonamide ; 
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N- (3 . 4-Diniethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) -2 ' - [ (IH- 
pyrazol- 3 -ylaitiino) methyl] [1, 1'-biphenyl] -2-sulfona^nide; 
N- (3 , 4-Dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) -2 ' - [ (IH- 
5 1,2, 4-triazol-3-ylainino)methyl] [1,1' -biphenyl] -2- 
sul f onamide ; 

N- (3, 4-Diinethyl-5-isoxazolyl)-2 [ [ (5-methyl-3- 
oxazolyl) amino] methyl] -4' - (2-oxa2olyl) [1,1' -biphenyl] -2- 
10 sulfonamide; 

2 ' - [ [ (4~Cyano-lH-pyrazol-3-yl)amino]methyl] (3,4- 
dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) [1,1' -biphenyl] -2- 
sul fonamide ; 

15 

N- (3 , 4-Dimethyl-5-isoxazolyl) -2 ' - [ [ {3 , 5-dimethyl-2- 
pyrazinyl ) amino] methyl] -4 ' - (2-oxazolyl) [1,1' -biphenyl] -2- 
sulfonamide; 

20 N- (3 , 4-Dimethyl-5-"isoxazolyl) -2 ' - [ [ (3 , 5~dimethyl-2- 

pyrimidinyl) amino] methyl] -4'- (2-oxazolyl) [1, 1 '-biphenyl] -2 - 
sulfonamide; 

N- (3 , 4-Dimethyl-5-isoxazolyl) -2 ' - [ [ (5-ethyl-l, 3 , 4- 
25 thiadiazol-2-yl) amino] methyl] -4' - (2-oxazolyl) [1,1'- 
biphenyl] -2-sulf onamide; 

2 ' - [ ( 2 -Benzothiazolylamino) methyl ] -N- (3 , 4 -dimethyl -5- 
isoxazolyl) -4 ' - (2-oxazolyl) [1, 1' -biphenyl] -2-sulf onamide 

30 

2 ' - [ [ ( 4 -Bromo-lH-pyrazol- 3 -yl) amino] methyl ] -N- (3,4- 
ddLmetliyl-S-isoxazolyl) -4'- (2-oxazolyl) [1, 1 '-biphenyl] -2- 
sul fonamide ; 

35 N- (3 , 4-Dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) -2 ' - [ [ [5- 

(2-thienyl) -lH-pyrazol-3-yl]amino]methyl] [1,1' -biphenyl] -2- 
sul fonamide ; 
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N- (3 , 4-Dimethyl-5-isoxazolyl) -2 ' - [ [ (6"methoxy-2- 
benzothiazolyl ) amino ] methyl ] - 4 ' - ( 2 -oxazolyl ) 1 1 . 1 ' - 
biphenyl] -2-sulf onamide; 

5 

2 ' - [ [ [4- {4-Chlorophenyl) -6-ethoxy-2- 
pyrimidinyl] amino] methyl ] -N- (3 , 4-dimethyl-5-isoxazolyl) -4 ' - 
(2-oxazolyl) [1, 1' -biphenyl] -2 -sulfonamide; and 

10 N- (4, 5-dimethyl-3-isoxazolyl) -4' - (2-oxa2olyl) -2*- 

[ [3- (trifluoromethyl) -IH-pyrazol-l-yl] methyl] [1,1'- 
bipheny 1 ] - 2 - sul f onamide . 

14. A method of treating endothelin-related disorders 
15 in a mammal, which con^^rises administering to said mammal 

an effective endothelin-related disorder treating amount of 
a con5>ound of Claim 1. 

15. A method of treating hypertension, which 

20 comprises administering an effective hypertension treating 
amount of a compoxind of Claim 1. 

16 . A method of treating pulmonary hypertension, 
which comprises administering an effective pulmonary 

25 hypertension treating amount of a conqpound of Claim 1. 

17 . A method of treating primaary pulmonary 
hypertension, which comprises administering an effective 
primary pulmonary hypertension treating amount of a 

30 compoxuid of Claim 1- 

18. A method of treating low renin hypertension, 
which comprises administering an effective low renin 
hypertension treating amount of a compoxind of Claim 1. 

35 

19. A method of treating renal, glomerular or 
mesangial cell, disorders, which comprises administering an 
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effective renal, glomerular or mesangial cell disorder 
treating amount of a compound of Claim 1. 

20- A method of treating endo toxemia, which comprises 
5 administering cin effective endotoxemia treating amount of a 
compound of Claim 1 . 

21. A method of treating ischemia, which comprises 
administering an effective ischemia treating amoxint of a 

10 compound of Claim 1* 

22. A method of treating atherosclerosis, which 
comprises administering an effective atherosclerosis 
treating amount of a compound of Claim 1. 

15 

23. A method of treating restenosis, which comprises 
administering an effective restenosis treating amotint of a 
coiipound of Claim 1 . 

20 24. A method of treating subarachnoid hemorrhage, 

which comprises administering an effective subarachnoid 
hemorrhage treating amoxmt of a compound of Claim 1. 

25. A method of treating benign prostatic 

25 hypertrophy, which comprises administering a benign 

prostatic hypertrophy treating amount of a compound of 
Claim 1. 

26. A method of treating congestive heart failure in 
30 a mammal, which comprises administering to said mammal an 

effective congestive heart failure treating amount of a 
compotind of Claim 1. 

27. A method of treating migraine in a mammal, which 
35 conprises administering to said mammal an effective 

migraine treating amount of a compoiind of Claim 1. 
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28. The method o£ claim 14, wherein said compound of 
Claim 1 is used in combination with at least one 
zuigiotensin II (All) receptor emtagonist, renin inhibitor, 
auigiotensin converting enzyme (ACE) inhibitor, dual neutral 

5 endopeptidase (NEP)-ACE inhibitor, diuretic or ceurdiac 
glycoside. 

29. A pharmaceutical composition for the treatment of 
an endothelin- related disorder, comprising a compound of 

10 Claim 1 in an amount effective therefor and a 
physiologically acceptable vehicle or ccurrier. 

30. A pharmaceutical composition of Claim 29, further 
comprising at least one angiotensin II (All) receptor 

15 antagonist, renin inhibitor, angiotensin converting enzyme 
(ACE) inhibitor, dual neutral endopeptidase (NEP)-ACE 
inhibitor, di\iretic or ceurdiac glycoside. 

31. A conpound selected from the group consisting of: 

20 

2 ' - t [ (3 , 4-Dimethyl-5-isoxazolyl) amino] -sulf onyl] -4- 
(2-oxazolyl) tl»l'-biphenyll-2-carboxylic acid methyl ester; 

N- (3 , 4-Dimethyl-5-isoxazolyl) -2 • - (1-hydroxy-l- 
25 methylethyl ) -4 • - ( 2 -oxazolyl ) t 1 , 1 ' -biphenyl ] -2 -sulf onamide ; 

N- [ [2 ' - 1 [ (3 , 4-Dimethyl-5-isoxa- 
zolyl) amino] sulf onyl] -4- (2-oxazolyl) [1,1' -biphenyl] -2- 
y 1 ] methyl ] -2 -me thy Ipropanamide ; 

30 

N- (3 , 4-Dimethyl-5-isoxazolyl) -2 ' - 
t (methylamino) carbonyl] -4 ' - (2-oxazolyl) [1,1' -biphenyl] -2- 
sulf onamide; 

35 N- [ 12 ' - [ [ {3,4-Dimethyl-5-isoxazolyl)amino]- 

sulfonyl] -4- (2-oxazolyl) [1,1' -biphenyl] -2- 
y 1 ] methyl ] -N , 2 , 2 - trime thy Ipropanamide ; 
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N- [ [2 • - t C (3,4-Diinethyl-5-isoxazolyl)aitiino]- 
sulfonyl] -4- {2-oxazolyl) [1, l•-biphenyl)-2-yl]methyl)-N- 
methyIbenzaInide ; 

5 

N-Cyclopropyl-N- t [2 ' - [ [ (3 , 4-diinethyl-5- 
isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [1, 1 * -biphenyl]-2- 
yl ] methyl ] -2 , 2-dimethylpropanaraide; 

10 (E) -N- (3 , 4-Diraethyl-5-isoxazolyl) -2 ' - (4-methyl-2- 

pentenyl) -4 ' - (2-oxazolyl) [1,1* -biphenyl] -2-sulf onamide; 

(Z) -N- (3, 4-Dimethyl-5-isoxazolyl) -2 ' - (4-methyl-2- 
pentenyl) -4 • - (2-oxa2olyl) [1,1' -biphenyl] -2-sulf onamide ; 

N- (3 , 4 -Dimethyl- 5 -isoxazolyl) -2 ' - (4-methylpentyl) - 
4 • - ( 2 -oxazolyl ) t 1 . 1 ' -biphenyl ] -2 -sulfonamide ; 

trans-N- (3 , 4-Dimethyl-5-isoxa2olyl) -2 • - [ [2- (1- 
methylethyl) cyclopropyl] methyl] -4 ' - (2 -oxazolyl) [1, 1 • - 
biphenyl] -2 -sulfonamide; 

cis-N- (3, 4-Dimethyl-5-isoxazolyl) -2 • - [ (2- (1- 
methylethyl) cyclopropyljmethyl] -4 ' - (2-oxa2olyl) - [1, 1 • - 
biphenyl] -2-sulf onamide; 

N- (3,4-Dimethyl-5-isoxazolyl) -4 • - (2- 
oxazolyl) [1 , 1 • : 2 • , 1 • ' -terphenyl] -2-sulf onamide; 

N- (3 , 4-Dimethyl-5-isoxazolyl) -3 • • - (1-methylethyl) - 
4 • - (2-oxazolyl) [1, 1 • : 2 M • • -terphenyl J -2-sulfonamide; 

N- (3 , 4-Dimethyl-5-isoxa2olyl) -4 ' ' - (1-methylethyl) - 
4 ■ - {2-oxazolyl) [1, 1 • : 2 M • • -terphenyl] -2-sulfonamide; 



-311 - 



N- (3 , 4-Dimethyl-5-isoxazolyl) -2 ' - [2- (1- 
methylethoxy) ethyl ] -4 ' - (2-oxazolyl ) [ 1 , 1 ' -biphenyl] -2- 
sulfonamide; 

5 N-(3,4-Dimethyl-5-isoxazolyl)-2'-I2-[(l- 

methylethyl) sulf onyl] ethyl J -4 • - (2-oxazolyl) [1, 1 ♦ -biphenyl] - 
2-sulf onamide ; 

N- t [2 • - [ t (3 , 4-Dimethyl-5-isoxazolyl) amino) sulf onyl] - 
10 4- (2-oxazolyl ) t 1 , 1 ' -biphenyl ] -2 -yl ] methyl ] -N- ( 1- 
methylethyl) -2 , 2-dimethylpropanamide; 

N- [ [2 ' - [ t (3 , 4-Dimethyl-5- 
isoxazolyl) amino] sulf onyl] -4- (2-oxazolyl) [1,1' -biphenyl] -2- 
15 y 1 ] methyl ] -N- ( 1 -me thy le thyl ) propanamide ; 

2 ' - (Cyanomethyl) -N- (3 , 4-dimethyl-5-isoxazolyl) -4 ' - 
(2-oxazolyl) [1,1' -biphenyl] -2-sulf onamide; 

20 N- (1 , 1-Dimethylethyl) -2 ' - [ t (3 , 4-dimetlyl-5- 

isoxazolyl) amino] sulf onyl] -4- (2-oxazolyl) [1, 1 ' -biphenyl] -2- 
acetamide; 

2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl ) amino] sulf onyl] - 
25 N,N-dimethyl-4- (2-oxazolyl) [1,1' -biphenyl] -2-acetamide; 

N-Cyclopropyl-N- [ [2 • - [ [ (3 , 4-dimethyl-5- 
isoxazolyl) amino) sulf onyl] -4- (2-oxazolyl) [1, 1 ' -biphenyl] -2- 
y 1 ] methyl ] - 2 -me thylpropanamide ; 

30 

N- (3 , 4-Dimethyl-5-isoxazolyl) -2 ' - t [ (1- 
methylethyl) amino] methyl] -4 ' - (2-oxazolyl) [1.1' -biphenyl] -2- 
sulf onamide ; 

35 N- [ [2 • - [ [ (3 , 4-Dimethyl-5- 

isoxazolyl) amino] sulfonyl] -4- (2-oxazolyl) [1,1* -biphenyl] -2- 
yl ] methyl ] -N-methylcyclopropanecarboxamide ; 
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N- (3 , 4-Dimethyl-5-isoxazolyl) -2 ' - [ {2- 
me thy Ipropoxy ) methyl ] - 4 • - { 2 -oxazolyl ) [1,1' -biphenyl ] - 2 - 
sulfonamide; 

5 

N- (3 , 4-Dimethyl-5-isoxazolyl) -2 ' - [ [ (2- 
methylpropyl) sulfonyl] methyl! -4 ' - (2-oxa201yl) (1, 1 • - 
biphenyl] -2 -sulfonamide; 



10 N- [ [2 • - [ [ (3 , 4-Dimethyl-5- 

isoxazolyl) amino] sulf onyl] -4- {2-oxazolyl) [1^1* -biphenyl] -2- 
yl ] methyl ] -N , 2 -dime thy Ipropancunide ; 

N- (3 , 4-Dimethyl-5-isoxazolyl) -2 ' - [ [methyl (2- 
15 methylpropyl) amino] methyl] -4 ' - (2-oxazolyl) [1,1' -biphenyl] - 
2 - sul f onamide ; 

N- [ (2 ' - [ [ (3 , 4-Dimethyl-5- 
isoxazolyl) amino] sulf onyl] -4- (2-oxa2olyl) [1, 1 ' -biphenyl] -2- 
20 yl ] methyl ] -N-methylbenzeneacetamide ; 



(3 , 4-Dimethyl-5-isoxazolyl) -2 • - 
[ (methylphenylamino) methyl] -4 ' - (2~oxazolyl) [1,1' -biphenyl] - 
2-sulfoncunide, trif luoroacetate (1:1) ; 

25 

N-[[2*-[[ (3,4-Dimethyl-5- 
isoxazolyl) amino] sulf onyl] -4- (2-oxa2olyl) [1, 1 ' -biphenyl] -2- 
y 1 ] me thyl ] -N , a , a- tr ime thylbenz eneace tamide ; 

30 N- (3, 4-Dimethyl-5-isoxa20lyl) -2 • - [ (1- 

methylethoxy) methyl] -4 • - (2-oxa2olyl) [1, 1 ' -biphenyl] -2- 
sul f onamide ; 



N- [ [2 • - [ [ (3 , 4-Dimethyl-5- 
35 isoxazolyl) amino] sulf onyl] -4- (2-oxazolyl) [1,1' -biphenyl] -2- 
yl ] methyl ] -N-methylbenzenepropanamide; 



-313- 



BNSDOCID: <WO ^9729748A1 J_> 



N- [ (2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl)aiaino] sulfonyl] 
4- (2-oxazolyl) 11,1' -biphenyll -2 -yl] methyl] -N- 
methylcyclopentanecarbox-amide ; 

5 N- ( [2 • - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] 

4- {2-oxazolyl) [1,1' -biphenyll -2-yl]methyl] -N- 
methylcyclohexanecarbox-amide; 

N- [ [2 ' - [ [ (3 , 4-Dintethyl-5-isoxazolyl) amino] sulfonyl] 
10 4- (2-oxazolyl) [1,1' -biphenyl] -2 -yl] methyl] -N- 
methylcyclohexane-propeuiamide ; 

N- [ [2 • - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] 
4- (2-oxazolyl) [1,1' -biphenyl] -2-yl]methyl] -N-methyl-1- 
15 naphthaleneacetamide ; 

N- [ [2 • - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] 
4- (2-oxazolyl) [1,1' -biphenyl] -2-yl] methyl] -N- 
methylcyclopropaneacetamide ; 

20 

N- t [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] 
4- ( 2-oxazolyl ) [ 1 , 1 ' -biphenyl ] -2-yl ] methyl ] -N, 3 , 3 - 
tr imethylbutanamide ; 

25 N- [ [2 • - [ [ (3 , 4-Dimethyl-5-isoxazolyl)amino] sulfonyl] 

4- (2-oxazolyl) [1,1' -biphenyl] -2-yl] methyl] -N- 
methylcyclopentane-propanamide ; 

N- [ [2 • - [ [ (3 , 4-Dimethyl-5-isoxazolyl ) amino] sulfonyl] 
30 4- (2-oxazolyl) [1,1* -biphenyl] -2-yl]methyl] -N- 
me thylcyc lohexaneace tamide ; 

N- [ [2 • - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulfonyl] 
4- (2-oxazolyl) [1,1' -biphenyl] -2-yl] methyl] -N-methyl-1- 
35 naphthaleneceurboxamide; 
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N- (3, 4-Diinethyl-5-isoxa2olyl) -4 ' - (2-oxazolyl) -2 ' - 
phenoxymethyl) [1. 1 ' -biphenyl] -2 -sulfonamide ; 

N- (3,4-Diinethyl-5-isoxa2olyl) -4' - (2-oxazolyl) -2 * - (3 
5 phenylpropoxy) [1, 1 • -biphenyl] -2-sulfonainide; 

2 • - [ ( [1, l-Biphenyl] -4-yloxy) methyl] -N- (3,4- 
dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) [1,1' -biphenyl] -2- 
sul f onamide ; 

10 

N- [ [2 • - ( [ (3 , 4-Dimethyl-5- 
isoxazolyl ) amino] sulf onyl ] -4- ( 2 -oxazolyl ) [1,1* -biphenyl ] -2 
yl ] me thyl ] -N-me thy 1 [1,1* -biphenyl 1 - 4 - ccurboxamide ; 

15 N- (3 , 4 -Dimethyl- 5- isoxazolyl) -2 • - (2-hydroxy-4- 

phenylbutyl) -4 ' - (2-oxazolyl) 11,1' -biphenyl] -2-sulf onamide. 
Isomer A; 

N- (3 , 4-Dimetlvl-5-isoxazolyl) -2 • - (2-hydroxy-4- 
20 phenylbutyl) -4 • - (2-oxazolyl) [1,1' -biphenyl) -2-sulf onamide. 
Isomer B; 

N- [ [2 • - [ [ (3 , 4-Dimethyl-5- isoxazolyl ) amino] sulf onyl] -4 
( 2 -oxazolyl ) [ 1 , 1 ' -biphenyl ] -2 -yl ] ethyl 1 -N- 
25 methylbenzeneacetamide; 

N- (3 , 4-Dimethyl-5-isoxazolyl) -2 ' - 
[ (phenylamino) methyl] -4 ' - (2-oxazolyl) [1,1' -biphenyl] -2- 
sul f onamide ; 

30 

[ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulf onyl] -4- 
(2-oxazolyl) [1,1' -biphenyl] -2-yl]methyl]methylcarbamic 
acid, phenyl ester; 

35 [ [2 ' - [ [ (3 . 4-Dimethyl-5-isoxazolyl) amino] sulf onyl] -4- 

( 2 -oxazolyl ) [ 1 , 1 ' -biphenyl ] -2 -yl ] methyl ] methylcarbamic 
acid, phenylmethyl ester; 
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N- (3 , 4-Dimethyl-5-isoxazolyl) -2 • - 
[ [methyl (phenylmethyl) amino] methyl] -4 * - (2-oxazolyl) [1,1'- 
biphenyl ] -2 -sulfonamide ; 

5 

N- (3 , 4-Dimethyl-5-isoxa2olyl) -2 ' - [ [methyl (2- 
phenylethyl) amino] methyl] -4 • - (2-oxazolyl) [1,1* -biphenyl] -2- 
sulfonamide; 

10 N,N,N'-Trimethyl-N'-[ [2'-[( (3 , 4-dimethyl-5- 

isoxazolyl) amino] sulf onyl] -4- (2-oxa2olyl) [1,1' -biphenyl] -2- 
y 1 ] methyl ] urea ; 

N- {3 , 4-Dimethyl-5-isoxa2olyl) -4 ' - (2-oxazolyl) -2 ' - [ (3- 
15 phenyl-2-oxo-l-imidazolidinyl)methyl] [1,1' -biphenyl] -2- 
sulfonamide; 

N- (3 , 4-dimethyl-5-isoxazolyl) -4 ' - (2-oxazolyl) -2 ' - [ (2- 
oxo-3-methyl-l-imidazolidinyl) methyl] [1,1' -biphenyl] -2- 
20 sulfonamide; 

N- (3 , 4 -dimethyl- 5 -isoxazolyl) -4'- (2-oxazolyl) -2 '- [ [2- 
oxo-3- (1-methylethyl) -1-imidazolidinyl] methyl] [1,1'- 
biphenyl] -2 -sulfonamide; 

25 

N- [ [2 ' - [ [ (3 , 4-dimethyl-5-isoxazolyl) amino] sulf onyl] -4- 
( 2 - oxazo ly 1 ) [1,1' -biphenyl ] - 2 -yl ] methyl ] -N , 3 - 
dime thy Ibutanamide ; 

30 N-[ [2'-[ [ (4,5-Dimethyl-3-isoxazolyl)amino]sulfonyl]-4- 

( 2-oxazolyl ) [ 1 , 1 ' -biphenyl ] -2 -yl ] methyl ] -N , 4 , 4- 
tr imethylpentanamide ; 

N_ [ [2 ' - [ [ (3 , 4-Dimethyl-5-isoxazolyl) amino] sulf onyl] -4- 
35 ( 2 -oxazolyl ) [ 1 , 1 ' -biphenyl ] -2 -yl ] methyl ] -N- 
methylcyclobutanecarboxamide ; 
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N- ( [2 ' - t [ (3 , 4 -Dimethyl- 5 -isoxazolyl) amino J sulf onyl] -4- 
( 2 -oxazolyl ) 1 1 , 1 ' -biphenyl J -2 -yl J methyl ] -N- 
methylbenzenebutMamide ; and 

5 N- [ [2 ' - t [ (3 , 4-Dimethyl-5-isoxazolyl) amino) sulf onyl] -4- 

(2-oxazolyl) [1,1' -biphenyl] -2-yl Jmethyl] -N-methyl [1,1'- 
biphenyl] -2-carboxamide . 

32. A method of treating endothel in-related disorders 
10 in a mammal, which comprises administering to said mammal 
an effective endothelin-related disorder treating amount of 
a coxipound of Claim 31. 



15 



30 



33 . A method of treating hypertension, which 
comprises administering an effective hypertension treating 
amoxint of a compound of CladLm 31. 



34. A method of treating pulmonary hypertension, 
which conprises administering an effective pulmonary 

20 hypertension treating amount of a compound of Claim 31. 

35. A method of treating prima.ry pulmonary 
hypertension, which conprises administering an effective 
primary pulmonary hypertension treating amount of a 

25 compound of Claim 31. 

36 . A method of treating low renin hypertension, 
which comprises administering an effective low renin 
hypertension treating amount of a confound of Claim 31. 



37. A method of treating renal, glomerular or 
mesangial cell disorders, which comprises administering an 
effective renal, glomerular or mesangial cell disorder 
treating amount of a compoxjnd of Claim 31. 



35 
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38 ♦ A method of treating endotoxemia, which coir^rises 
administering an effective endotoxemia treating amount of a 
confound of Claim 31. 

5 39. A method of treating ischemia, which comprises 

administering an effective ischemia treating amoxint of a 
compound of Claim 31. 

40. A method of treating atherosclerosis, which 
10 conprises administering an effective atherosclerosis 

treating amount of a compound of Claim 31. 

41. A method of treating restenosis, which comprises 
administering an effective restenosis treating amount of a 

15 conpound of Claim 31. 

42. A method of treating subarachnoid hemorrhage, 
which comprises administering an effective subarachnoid 
hemorrhage treating amoxont of a compoimd of Claim 31. 

20 

43 . A method of treating benign prostatic 
hypertrophy, which con«)rises administering a begign 
prostatic hypertrophy treating amount of a conpound of 
Claim 31. 

25 

44. A method of treating congestive heart failure in 
a mammal, which comprises administering to said mammal an 
effective congestive heart failure treating amount of a 
coinpound of Claim 31. 

30 

45. A method of treating migraine in a mammal, which 
con?)rises administering to said mammal an effective 
migraine treating amount of a compound of Claim 31. 

35 46. The method of claim 32, wherein said compound of 

Claim 31 is used in combination with at least one 
angiotensin II (All) receptor antagonist, renin inhibitor, 
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angiotensin converting enzyme (ACE) inhibitor, dual neutral 
endopeptidase (NEP)-ACE inhibitor, diuretic or cardiac 
glycoside. 

5 47 • A pharmaceutical composition for the treatment of 

an endothelin-related disorder, comprising a compound of 
Claim 31 in an amoxint effective therefor and a 
physiologically acceptable vehicle or carrier. 

48. A pharmaceutical composition of Claim 47, further 
comprising at least one angiotensin II (All) receptor 
antagonist, renin inhibitor, angiotensin converting enzyme 
(ACE) inhibitor, dual neutral endopeptidase (NEP)-ACE 
inhibitor, diuretic or cardiac glycoside. 



49- A compound of the formula 




20 or an enantiomer, diastereomer or pharmaceutically 
acceptable salt thereof, wherein: 

one of X and Y is N and the other is O; 
r1, r2, r3 and are each directly bonded to a ring 
carbon and are each independently 
25 ( a ) hydrogen ; 

(b) alkyl, alkenyl, alkynyl, alkoxy, cycloallQrl, 
cycloalkylalkyl , cycloalkenyl , 
cycloalkenylalkyl, etryl, aryloxy, aralkyl or 
aralkoxy, any of which may be sxibstituted with 
30 zl, z2 and Z^; 
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halo; 
hydroxyl ; 
cyano ; 
nitro; 

-C(0)H or -C(0)r5; 
-C02H or -C02R5; 
-z4-nr6r7. 

-z4-n{r10)_z5_nr8r9; 

or 

r3 and r4 together may also be alkylene or 
alkenylene, either of which may be sijbstituted 
with zl, z2 and Z^, completing a 4- to 8- 
membered saturated, unsaturated or aromatic 
ring together with the carbon atoms to which 
they are attached; 
'5 is alkyl, alkenyl, alkynyl, cycloalkyl, 

cycloalkylalkyl , cycloalkenyl , cycloalkenylalkyl, aryl or 
aralkyl, any of which may be substituted with Z^, z2 and 

Z3; 

r6, r7, r8, r9 and rIO are each independently 
20 (a) hydrogen; or 

(b) alkyl, cycloalkyl, cycloalkylalkyl, 

cycloalkenylalkyl, aryl or aralkyl, any of 
which may be substituted with Z^, z2 and z3 ; or 
r6 and r7 together may be alkylene or alkenylene, 
25 either of which may be svibstituted with z^, z2 and z3, 

completing a 3- to 8-membered saturated or unsaturated ring 
together with the nitrogen atom to which they are attached; 
or any two of r8, r9 and rIO together are alkylene or 
alkenylene, either of which may be substituted with Z^, z2 
30 and z3, con^jleting a 3- to 8-membered saturated or 

unsaturated ring together with the atoms to which they are 
attached; 

r11^ r12^ r13 and r14 are each independently 
(a) hydrogen; 
35 (b) alkyl, alkenyl, alkynyl, alkoxy, 

cycloalJcyl, cycloalkylalkyl, 
cycloalkenyl, cycloalkenylalkyl, aryl. 



(c) 
(d) 
(e) 
(f) 

(g) 

(h) 

(i) 
(D) 
(k) 



10 
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euryloxY/ aralkyl or aralkoxy, any of 
which may be substituted with Z^, z2 and . 
(c) heterocycle, substituted heterocycle or 
he terocyclooxy ; 
5 (d) halo; 

(e) hydroxy 1; 

(f) cyano; 

(g) nitro; 

(h) -C(0)H or -C{0)r5; 
10 (i) -C02H or -C02R^; 

(j) -SH, -S(0)nR^» -S(0)in-OH, -S(0)in-OR5, 

-0-S(0)m-OR5, -0-S(0)mOH or 

-0-S(0)in-0R5; 
(k) -z4-nr6r7. or 
15 (1) -z4-N(r10)-z5-Nr8r9; 

Z^, z2 and Z^ are each independently 

(a) hydrogen; 

(b) halo; 

(c) hydroxy; 
20 (d) alkyl; 

(e) alkenyl; 

(f) aryl; 

(g) arallQ^l; 

(h) alkoxy; 
25 (i) arylo3cy; 

(j) aralkoxy; 

(k) heterocycle, sxibstituted heterocycle or 

heterocycloojQ''; 
(1) -SH, -S(0)nZ6, -S(0)in-OH, -SCOm-OZ^. 
30 -0-S(0)m-Z^, -0-S{0)mOH or -O-S (Om-OZ^ ; 

(m) oxo ; 
(n) nitro; 
(o> cyeuio; 

(p) -C(0)H or -C(0)Z6; 
35 (q) -C02H or -C02Z6; 

(r) -z4-NZ7z8; 

(s) -Z4-N(Z11)-Z5-H; 
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(t) -Z4-N(Z11)-Z5-Z6; or 

(u) -24-N{zll)-z5-Nz7z8; 
z4 and z5 are each independently 

(a) a single bond; 

5 (b) -Z9-S(0)n-Zl0-; 

(c) -z9-c(0)-zl0-; 

(d) -Z9-C(S)-Z10-. 

(e) -z9-0-ZlO-; 

(f) -z9-s-zl0-; 

10 (g) -z9-0-C(0)-zlO-; or 

(h) -z9-C(0) -0-zlO_, 

z6 is alkyl; alkyl siobstituted with one to three 
groups selected from halogen, aryl, aryloxy and alkoxy; 
alkenyl; alkynyl; cycloalkyl; cycloalkyl siibstituted with 
one to three groups selected from alkyl, aryl, alkenyl and 
alkoxyaryl; cycloalkyl to which is fused a benzene ring; 
aryloxy substituted with one or two halogens; 
cycloalkylalkyl ; cycloalkenyl ; cycloalkenylalkyl; aryl; 
aryl substituted with methylenedioxy or one to four groups 
selected from alkyl, dialkylamino , cyano, halogen, 
trihaloalkyl , alkoxy and trihaloalkoxy; or heterocycle or 
substituted heterocycle; 

z7 and z8 are each independently hydrogen, alkyl, 
cycloalkyl. cycloalkylalkyl, cycloalkenylalkyl, aryl or 
25 aralkyl, or Z^ and z8 together are alkylene or alkenylene, 
completing a 3- to 8-merobered saturated or unsaturated ring 
together with the nitrogen atom to which they are attached; 

Z^ and Z^O are each independently a single bond, 
allq^lene, alkenylene or allcynylene; 
30 zll is 

(a) hydrogen; or 

(b) alJtyl, alkyl substituted with one, two or three 
halogens, cycloalkyl, cycloalkylalkyl, 
cycloalkenylalkyl, aryl or aralkyl; 

or any two of z7, z^ and Z^ together are alkylene or 
alkenylene, contpleting a 3- to 8-membered saturated or 
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unsaturated ring together with the atoms to which they are 
attached; 

J is O, S, N or Nr15; 

K and L are N or C, provided that at least 
5 one of K or L is C; 

r15 is hydrogen, alkyl, hydroxyethoxy methyl or 
methoxyethoxy methyls- 
each m is independently 1 or 2; 
each n is independently 0, 1 or 2; and 
10 p is 0 or an integer from 1 to 2; 

wherein at least one of (i) to (iv) applies: 

(i) at least one of r12^ r13 qj^. r14 is 

heterocycle, substituted heterocycle or heterocyclooxy; 
(ii) at least one of , z2 or is aryl, heterocycle, 
15 substituted heterocycle or heterocyclooxy; (iii) is 

allQrl substituted with one to three groups selected from 
halogen, aryl, aryloxy and alkoxy, wherein at least one 
substituent is other than aryl; alkyl substituted with two 
or three aryl groups; cycloalkyl siibstituted with one to 
20 three groups selected from alkyl, aryl, alkenyl and 

alkoxyaryl; cycloalkyl to which is fused a benzene ring; 
aryloxy substituted with one or two halogens; aryl 
substituted with methylenedioxy; aryl substituted with one 
to four groups selected from alkyl, dialkylamino , cyano, 
25 halogen, trihaloalkyl, alkoxy and trihaloalkoxy; or 

heterocycle or substituted heterocycle; or (iv) is 
alkyl substituted with one, two or three halogens. 
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